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tainer or between two pieces of pressboard. Do not submit glass- 
mounted transparencies. 

(1 Each table should be typed double-spaced, including all head- 
ings, on a separate sheet of 22 x 28 em (8% x 11 inch) paper. Do « 
not use larger size paper. If a table must be continued, use a sec- 

ond sheet and repeat all heads and stubs. i 
© Tables should be arranged so that when printed they will not be 
wider than three columns of ARCHIVES body type. Generally three, 

six, or nine typewritten columns of data (including stub, or left . | 
column) will fit into three columns. All tables must be numbered | 
consecutively, beginning with 1, and each must have a headin 
Example: "Table 6.—Results of Blood Coagulation Studies." 
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PSORIASIS MARGINAL ZONE 
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“Before” photograph 
of a psoriatic lesion 


Patient: Ms. L.O. 
Age: 54 
Sex: Female 


Duration of condition: 
38 years 


Status: Exacerbating 
rapidly 

Duration of present 
exacerbation: 1-2 weeks 


Findings: Severe 
inflammation, crusting 
and scaling; moderate 
excoriation and 

ruritus; slight 
induration and pain; 
lesions covering 
backs of hands 


Diagnosis: Psoriasis 


“Before” photograph 
of a psoriatic lesion 
Patient: Mr. P.K. 

Age: 59 

Sex: Male 

Duration of condition: 
21 years 

Status: Exacerbating 
slowly 

Duration of present 
exacerbation: 2 months 
Findings: Severe 
induration, inflam- 
mation, scaling, 
pruritus; slight 
crusting on forearms 
and upper body 
Diagnosis: Psoriasis 
vulgaris 
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NORMAL SKIN 


In only 
7 days 


Treatment: DIPROSONE 
Cream 0.05% b.i.d. 
without occlusive 
dressings 


Findings after 7 days: 
No induration, crustinj 
pruritus, excoriation, 
or pain; slight inflam- 
mation and scaling 
Investigator's 
evaluation: ''The crear 
did an excellent job in 
clearing the lesions 
and was cosmetically 
acceptable” 

Further treatment: 


Continue DIPROSONE 
b.i.d. without occlusio 


in on 
7 days 


Treatment: DIPROSON 
Cream 0.05% b.i.d. 
without occlusive 
dressings 

Findings after 7 days: 
No crusting or pruritu 
slight scaling and 
induration; moderate 
inflammation 


investigato 4 
evaluation: “Patient , 
much better" , 


Further treatmee ta, m 
Continue DIPROSCWe 
b.i.d. without occlu% 


Jl 
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IN ONLY SEVEN DAYS- 4 
62% of psoriatic patients | 


showed marked or 





moderate improvement’ 


impedes psoriatic 
cell proliferation 


In psoriasis, proliferation of basal cells 
in the epidermis greatly increases. This 
Causes a shortening of the turnover time 
of the epidermis that interferes with 
normal cell maturation processes. This 
failure of cell maturation manifests itself 
in the various signs and symptoms of 
psoriasis—scaling, erythema, induration, 
pruritus, and excoriation. 

DIPROSONE Cream 0.05% is anew 
topical corticosteroid that has proven 
successful in reducing the manifestations 
of psoriasis and impeding the excessive 
increase in basal cell proliferation. 

In clinical studies of 188 patients with 
acute psoriatic flare-ups, and whose 


Vo bid. 


Diproson 


conditions were worsening, DIPROSONE 
was applied to lesions twice daily without 
occlusive dressings. Each patient was 
examined at weekly intervals and was 
evaluated on overall improvement as well 
as for improvement in individual signs 
and symptoms. 


Results showed that in only seven 
days of therapy with DIPROSONE b.i.d., 
62 per cent (116 patients) showed marked 
or moderate improvement. A summary of 
data for individual signs and symptoms, 
appears on the following page. 


*Case histories, photographs, and data in files of 
Headquarters Medical Research Division, Schering 
Corporation. Based on studies of 188 patients tested. 


| CREAM 
0.05% 





betamethasone dipropionate 


Please see Clinical Considerations section which follows... 


Significant reduction of 

moderate or severe manifestations 

of corticosteroid-responsive dermatoses 
IN ONLY SEVEN DAYS* 


PSORIASIS 


Scaling 

E Erythema 
Induration 

Pruritus 


Excoriation 





ATOPIC DERMATITIS 


Pruritus 
Erythema 
Excoriation 
Induration 


Lichenification 





CONTACT DERMATITIS 









Erythema 


93% 
83% 
86% 







PONTE, SURE ES TSE SS SEK Ce p nlt 
induration 
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Pruritus 





*Data in files of Headquarters Medical Research Division, Schering Corporation. 
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| CREAM 


Diprosone s 


betamethasone dipropionate 


& Rapid onset of response in psoriasis — 
6296 of patients showed marked or moderate improvement in one week.* 


m Rapid onset of response in atopic dermatitis— 


86% of patients showed marked or moderate improvement in one week. * 


m Rapid onset of response in contact dermatitis — 


90% of patients showed marked or moderate improvement in one week. « 


E Convenient b.i.d. dosage— 


enhances patient cooperation; increases the likelihood of adherence to 
your prescribed dosage. 


m No occlusive dressing needed 


in most regimens. 


m Free of parabens— 


sensitization rarely a problem. 


= Economical— 


DIPROSONE with its rapid onset of response and b.i.d. dosage may enable 
patients to use less medication and thus save on the total cost of treatment. 


= Convenient package sizes— 
DIPROSONE is available in 15 Gm. and economical 45 Gm. tubes. 





*Based on studies of 188 patients with psoriasis, 155 patients with atopic dermatitis, and 38 patients with contact dermatitis 
tested by the Schering Corporation. Data in files of Headquarters Medical Research Division, Schering Corporation. 


Clinical Considerations: 


INDICATIONS DIPROSONE Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. CONTRAINDICATIONS DIPROSONE Cream is contraindicated 

in vaccinia and varicella. Topical steroids are contraindicated in those patients with a history of 
hypersensitivity to any of the components of such preparations. PRECAUTIONS |f irritation develops with 
the use of DIPROSONE Cream, treatment should be discontinued and appropriate therapy instituted. In the 
presence of an infection, the use of an appropriate antifungal or antibacterial agent should be instituted. 

If a favorable response does not occur promptly, the corticosteroid should be discontinued until the 
infection has been adequately controlled. If extensive areas are treated or if the occlusive technique is 
used, the possibility exists of increased systemic absorption of the corticosteroid and suitable precautions 
should be taken. Although topical steroids have not been reported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has not been absolutely established. Therefore, they should 

not be used extensively in pregnant patients, in large amounts or for prolonged periods of time. 
DIPROSONE Cream is not for ophthalmic use. ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: burning; itching; irritation; dryness; folliculitis: 
hypertrichosis; acneiform eruptions; hypopigmentation. The following may occur more frequently with 
occlusive dressings than without such therapy: maceration of the skin; secondary infection; skin 

atrophy; striae; miliaria. DOSAGE AND ADMINISTRATION Apply a thin film of DIPROSONE Cream to the 
affected skin areas twice daily, in the morning and at night. Clinical studies of DIPROSONE have 
indicated that applications twice a day are generally adequate. 011 MAY 1974 


For more complete details, consult package insert or Schering literature available from your Schering 


Representative or Professional Services Department, Schering Corporation, Kenilworth, New Jersey 07033. 
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the most widely used textbook in its field for two decades”. 


Annals of internal Medicine (of the previous. edition” 


LEVER'S 








by Walter F. Lever, M.D.; and Gundula Schaumburg-Lever, M.D. 


Totally rewritten to reflect new information on 
nearly every major dermatosis since the previous 
edition, and with a new co-author who has contrib- 
uted an appendix with 50 plates of electron micro- 
graphic illustrations, this new edition is sure to 
strengthen its position as one of the outstanding 
books in its field. 


More than 20 additional diseases are described, 
including such newly-recognized entities as: dis- 
séminated superficial actinic porokeratosis, per- 
forating folliculitis, reactive perforating collageno- 
sis, angiolymphoid hyperplasia with eosinophilia, 
infantile digital fibromatosis, trichilemmoma, and 
malignant eccrine poroma. Major changes have 


been made in the description of the lymphomas, the 
bullous dermatoses, and the metabolic diseases, 
especially amyloidosis, colloid milium, hyalinosis 
cutis et mucosae and porphyria. 


Succinctly and clearly, this classic provides a con- 
cise clinical description of each disease followed 
by a detailed histological description. A special sec- 
tion on laboratory methods includes fixation, pro- 
cessing, staining and polariscope examination. 
With a glossary of terms and an extensive bibliogra- 


phy. 
793 pages /386 illustrations, 8 in color/50 electron 
micrographs 5th edition, 1975 / $52.00 


Lippincott 


J.B. Lippincott Company / East Washington Square / Philadelphia, Pa. 19105 


. —. Please send me: 





enclosed (3 Charge and bill me 





(saivey : ostage & handling) 


(plus postage & handling) 





_Address tn PEIE ae een en ace MENORES 
Be E NERONE ER ee Ey 4 |: TORRE NORMEN TT 


Also available at your medical bookstore. 





New 5th Edition 


| Provide your patients with Total : 


"ROUND THE-CLOCK 


/ Intensive Benzoyl Peroxide Acne Therapy 


= Daytime Nighttime 
No Lotion 


. VANOXIDE-HC EEO: 


(Hydrocortisone 0.5%, Benzoyl Peroxide 5%, Chlorhydroxyquinoline 0.25%.) 


@ Most rapid and dramatic improvement during enzagel 


initial therapy period ® ACNE GEL 


(10% or 5% Benzoyl Peroxide, 6% Polyoxyethylene Lauryl Ether, 40% Alcoho 


@ Bactericidal vs. C. acnes 


; A : ® Maximal Drying and Peeling @ Antibacteri 
@ Superior penetrability into pilosebaceous structures 


9 Lowest Cost of All Benzoyl Peroxide Gels 


(1) Patient may be transferred to Vanoxide Lotion after initial two week period 





Remarkable patient acceptance — Outstanding flexibility 


From the Originators of 
Benzoyl Peroxide Acne Therapy. . 


> 
BNPe»nmmnmlia| WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington, Pa. 19034 


TVANOXIDE-HC® LOTION — DESCRIPTION: Vanoxide-HC® Acne Lotion contains (as dispensed) Hydrocortisone 0.5%, Benzoyl Peroxide 5.0% and Chlorhydroxyquinoline 0.2 
incorporated in a water washable, vanishing lotion consisting of propylene, glycol, hydroxyethylcellulose, FD&C color, cholesterol-sterol. cetyl alcohol, propylene glycol stearate, p 
sorbate 20, laneth-10 acetate, propylparaben, decyl oleate, purcelline oil syn., antioxidants, vegetable oil, methylparaben, tetrasodium EDTA, buffers, cyclohexanediamine tetraacetic a 
dimethyl! polysiloxane, silica, and purified water. ACTIONS: Provides keratolytic, peeling and drying action. INDICATIONS: An aid in the treatment of acne and oily skin. CONTRAIND 
TIONS: This product is contraindicated for use by patients having known hypersensitivity to Hydrocortisone, Benzoyl Peroxide, Chlorhydroxyquinoline or any other component of this p 
amation. Topical steroids are contraindicated in viral diseases of the skin, such as varicella and vaccinia. WARNING — USAGE IN PREGNANCY: Although topical steroids have not EL 
reported to have an adverse effect on the fetus, the safety of their use during pregnancy has not been absolutely established. Therefore, they should not be used extensively, o 
large amounts, or for prolonged periods of time on pregnant patients. PRECAUTIONS: For external use only. Keep away from eyes. If irritation develops, the product should be discontin 
and appropriate therapy instituted. In the presence of an infection, the use of appropriate antifungal or antibacterial agents should be instituted. If a favorable response does not ot 
promptly, the corticosteroid should be discontinued until the infection has been adequately contro!led. If extensive areas are treated, or if the occlusive technique is used. the po 
bility exists of increased systemic absorption of the corticosteroid and suitable precautions should be taken. Do not add any other medicaments or substances to this lotion un 
specifically directed by physician to do so. Patients should be observed carefully for possibfé local irritation or sensitization during long-term topical therapy. Apply with caution 
neck and/or other sensitive areas. There may be a slight, transitory stinging or burning sensation on initial application which invariably disappears on continued use* Ultrayiolet 
f cold quartz light should be employed in lesser amounts as this lotion is keratolytic and drying. Harsh, abrasive cleansers should not be used simultaneously with *this lotion. Colc 
or dyed garments may be bleached by the oxidizing action of Benzoyl Peroxide. Chlorhydroxyquinoline may cause temporary light yellowish skin staining j@,rare cases. Keep out of 
reach of children. ADVERSE REACTIONS: The following local adverse reactions have been reported with topical corticosteroids: burning sensations, itching, jrritation, dryness, folliculi 
@ secondary infection, skin atrophy striae, hypertrichosis, acneform eruptions, and hypopigmentation. The sensitizing potential of Benzoyl Peroxide and Chlorhydroxyquinoline are | 
but they can, on occasion, produce allergic reaction. Occurrence of excessive redness or peeling indicates that the amount and frequency of application should be reduced. DIRECTIO 
Shake well before using. Apply a small quantity to affected areas with light massaging 1 to 3 times daily in accordance with the physician's directions. (Important! — To the Pharmac 
A} Wi of dispensing, add contents of vial: to the bottle. Shake well and/or stir with a glass rod to insure a uniform dispersion. Place expiration date of three (3) months on bo 
' Suwbel.) i'"Benzie-Pak" vials contain a mixture of Benzoyl Peroxide 35% and Calcium Phosphate 65%. Net weight of each vial is 3.8 grams. HOW SUPPLIED: Bottles, 25 grz 
CAUTION: Federal law prohibits dispensing without prescription. - 


'TOBENZAGEL2-SBENZAGEL — DESCRIPTION: 10% or 5% Benzoyl peroxide, 6% polyoxyethylene lauryl ether and 40% alcohol in an astringent gel containing colloidal ma 
» sium aluminum silicate, hydroxypropylmethylcellulose, citric acid, fragrance and purified water. ACTION: Provides drying, desquamative and antisepfic activity. INDICATION: An ? 
tse treatment of acne. DOSAGE AND ADMINISTRATION: Wash affected areas prior to application. Apply once or more daily or as directed by physician. CONTRAINDICATIONS: Shouk 
. be used by patients having known sensitivity to either Benzoyl peroxide or polyoxyethylene lauryl ether. PRECAUTIONS: For External Use Only. Not for opthalmic use. Keep away” 
eyes and mucosae. Very fair individuals should begin with a single application at bedtime allowing overnight medication. May bleach colored fabrics. Keep this and all. other n 
& tions out of the reach of children. CAUTION: Federal law prohibits dispensing without prescription. HOW SUPPLIED: Plastic tubes, 11⁄2 oz. and 3 oz. 
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m they should not be used extensively on preg- 
nant patients in large amounts or for pro 





Today's woman can't hide an unsightly PRECAUTIONS 


s : | : May prove irritating to sensitized skin in rare cases. If this occurs, 
dermatosis, making effective treatment a Giscontinue therapy. May stain. | | 
: if used under occlusive dressings or for a prolonged period, watch 
necessity. for signs of pituitary-adrenal axis Suppression, 
h : : : May interfere with thyroid function tests. Wait at least one month 
With its unique four-way action after discontinuance of therapy before performing these tests. The 
í bap de T. ` ? : ferric chloride test for phenylketonuria (PKU) can yield a false- 
Vioform ; -Hydrocortisone provides the kind positive result if Vioform t3 present in the diaper or urine. 
: | Prolonged use may resu it in overgrowth of nonsusceptible orga- 
of comprehensive therapy that many common ADVERSE Rese appropriate therapy. 
dermatoses* require, partieularly those 1n- Few reports include: Hypersensitivity, local EUR. irritation, 
; : : pruritus. Discontinue if untoward reaction occurs, Rarely, topical 
fected with fungi or bacteria. corticosteroids may cause striae at site of application when ised 
| for DnE periods in intertriginous areas. 
*This drug has been evaluated as possibly effective for these indi- DOSAGE 
cations. See brief prescribing information. Apply a thin layer to affected areas 3 or 4 times daily. 
HOW SUPPLIED 
& Hy ent Cream, 3% iodochlorhydroxyquin and 1% h i i 
FÉ : : ydrocortisone in a 
Vioform drocortisone 3 water-washable base containing steary! alcohol, cetyl alcohol, 
Godochlorhydroxyquin and hydrocortisone) stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 


mater, tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
and 1% hydrocortisone in a petrolatum base; tubes of 20 Gm. 
Lotion, 3% iodochiorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearic acid, cetyl alcohol, lanolin, 
propylene glycol, sorbitan tridleate, polysorbate 60, triethanolamine, 
methylparaben, bropyiparaben, and perfume Flora in water; plastic 
squeeze bottles of 15 mi. Mild Cream, 3% iodochlorhydroxyquin 
and 0.5% hydrocortisone in a water-washable base containing 
Stearyl alcohol, cetyl aicohol, stearic acid, petrolatum, sodium 
lauryl sulfate, and glycerin in water; tubes of Y» and 1 ounce. 

Mild Ointment, 3% odochlorhydroxyquin and 0.5% hydrocortisone 
in a petrolatum base; tubes of 1 ounce. 


Consult complete product literature before prescribing. 
CIBA Pharmaceutical Company 

Division of CIBA-GEIGY Corporation 

Summit, New Jersey 07901 





INDICATIONS | mE 
Based on a review: of this dr E y the National Academy of 
Sciences-National Research Council and/or other information, 
FDA has classified the indications as follows: ae M 
"Possibly" effective: Contact or atopic dermatitis; impetigi- 
.fnized eczema; nummular eczema; infantile eczema; endoge- 

nous chronic infectious dermatitis; stasis dermatitis; pyoderma; 
nuchal eczema and chronic eczematoid otitis externa; acne 
urticata; localized or disseminated neurodermatitis; lichen 
Simplex chronicus; anogenital pruritus (vulvae, scroti, ani); 
folliculitis; bacterial dermatoses; mycotic dermatoses such as 
tinea (capitis, cruris, corporis, pedis): moniliasis; intertrigo. — 
Final classification of the less-than-effective indications requires 
| further investigation. 
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Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredi- 
ents or related compounds; lesions of the eye; tuberculosis of the 
‘Skin; most viral skin lesions (including herpes simplex, vaccinia, 
. and varicella). 

WARNINGS 

c This product is not for ophthalmic use. 
nthe presence of systemic infections, appro- 

-priate systemic antibiotics should be used. 
.. Usage in Pregnancy : 

Although topical steroids have not been 

- reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant 
c. females has not been established, 'erefore, 






E (iodochlorhydroxyquin 
and hydrocortisone) » 


the most widely 
prescribed form... . 
20 Gm Cream  : 
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Suppli&d; BETADINE Skin Cleanser 4 oz. plastidi 
bottles. *In the tare instance of local irritation or 
sensitivity, discontinue use in the individual. —..—* 
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BETADINE microbicide® e+ 
Chosen by NASA a 
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Purdue Frederick 


© COPYRIGHT 1973, THE PURDUE FREDERICK COMPANY/NORWALK, CONN. 06856 i 


Shedding light on the 
effectiveness of Balnetar' 


— 4i 2.5 
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Psoriasis involves a number of therapies such as the use of >... pI 
| T è 
^ all AX. A 


light with tar. Balnetar is a combination therapy in itself, 


It contains soothing, antipruritic Alpha Keri® and chemically ; : 
and biologically standardized Westwood? Tar. Alpha Keri water-dispersible 


softens the skin and helps relieve itching while the tar is emollient tar 
"treating" the psoriatic lesions. Easy to use Balnetar is uniform 
from batch to batch and causes minimal trauma to patients. 


*Graphic illustrates Balnetar's substantivity photographed under black light. In 8 fl. oz. bottles. See PDR. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 





Scabies? : 

Gamene: 
GAMMA BENZENE 

HEX ACHLOIRIDE USP Mo 


Gets the Mites. 
Gets the Larvae. 
Gets the Eggs. 

















Contraindications: GAMENE LOTION and 
SHAMPOO is contraindicated in indi- 
viduals who develop hypersensitivity to 
the product or to any of its components. 
Warning (Gamene Shampoo only): Lipoid 
solvents enhance the percutaneous absorp- 
tion of gamma benzene hexachloride. Pro- 
longed or repeated applications should be 
avoided. Specific anti-infective measures 
should be instituted where secondary 
infection is present. Precautions: If acci- 
dental ingestion occurs, prompt institution 
of gastric lavage will rid the body of large 
amounts of the toxicant. However, since 
oils favor absorption, saline cathartics for 
intestinal evacuation should be given 
rather than oil laxatives. Central nervous 
system manifestations can be diminished 
by the administration of pentobarbital or 
phenobarbital in sufficiently large doses 
to the limit of their therapeutic effective- 
ness. It is not desirable to depress the 
patient to the point of hypnosis. However, 
persons poisoned by stimulants may tol- 
erate large doses of barbiturate without 
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Microphotograph courtesy 





Intravenous calcium gluconate may be 
used in conjunction with the barbiturates. 
Epinephrine should not be used because 
ventricular fibrillation may result. If acci- 
dental contact with eyes occurs, flush with 
water. If irritation or sensitization occurs, 
discontinue the product and consult phy- 
sician. Adverse reactions: Eczematous 
eruptions due to sensitization of this 
product have been reported. 


Gamene" Lotion. 
Pleasantly scented. 


Also, new for pediculosis: 
Gamene™ Shampoo. Both 
available in 2 fl. oz. and 
16 fl. oz. shatterproof con- 
tainers. Complete patient 
information program. 


undue depression and with great benefit. 
| am I XN | 
LOCO! N 


New Gamene 
; The Thorough Scabicide 





Caution: U. S. Federal law prohibits dispensing without prescription 


Barnes-Hind Pharmaceuticals, Inc. b e 
Sunnyvale, California 94086 





Go ahead. 
Scratch. 


ZEN HE 
' the fragrance ` 
e | 
. shampoo. » 


?; 
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EXSEL” LOTION (selenium sulfide 


Selenium sulfide doesnt have tc 
like selenium sulfide. 

We found that out when we add 
fragrance to Exsel. 

And that little addition, along with 
lathering capability and cos- 
metic elegance, pyts us a 1 
good nose ahead of our 1 
well known competitor. 

Our consumer panels 
have told us that a pleasant 
fragrance is a significant 
factor in achieving selen- 
ium sulfide acceptance. 

You now have your pick 
of two fine lotions. 

But remember, Exsel is 
the one that smells nice. 


H 


HERBERT LABORATORIES/IRVINE. CA . 
DERMATOLOGY DIVISION OF ALLERGAN 
PHARMACEUTICALS 
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Aquacare*/HP Cream and Lotion give you 
a potent choice. Because Aquacare/HP is the 
only leading dry skin product with 10% urea. 

It is urea that provides extra effectiveness 
to treat the wide range of dry skin indications 
that you see in your practice. 

And for all their potency, Aquacare/HP 


Cream and Lotion, with increased emolliency, 
are as silky smooth and cosmetically elegant 
as any. 

Compared to all the other leading dry skin 
products around, the Aquacare/HP difference 
is 10% urea. 
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"Doctor, with 


my delicate skin... 
what kind of soap 
should I use?" - 





Pure mild Ivory is one of the safest 0 Y ep }- 
possible soaps you can recommend for P Mrd 
delicate skin. More doctors recommend 


Ivory than any other soap: Ivory may safely be 


used as an adjunct to treatment 
of scabies, seborrhea and 
It makes sense. immersionexperiments— Impetigo. 
Ivorys absence of many extra confirm that Ivory is one 
ingredients helps minimize of the mildest least irritating 
chances of irritation. soaps you can recommend. 
Thirty-eight years And 89 years of 
„$ ° of laboratory testing — safe consumer use support 
including patch tests and arm this clinical experience. 


? "Summary of Procter & Gamble Market Research Study #69222, available on request to interested physicians 
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- Kills lice that remain on upholstery, 

- blankets, bedding, clothing and 

. other places...that frequently reinfe 
the patient or infest his family. 


New, nonprescription 









introducing 


INSECTICIDE 


with synergised pyrethrins and gamma benzene hexachloride 


Pediculi and their ova can survive (for a time) off the human host. Thus, 
even though the patient may have been successfully rid of lice on his 
person, immediate reinfestation is possible or a fresh infestation of other . 
family members may occur. 

New KwellSpray is specially formulated to provide parasite con- 
. trol for what you wear and where you were. Its special formula contains 
.. synergised pyrethrins. ‘‘Pyrethrins are exceptionally rapid in their effect 


= upon insects. ...’”’ The other important active ingredient is gamma 


benzene hexachloride which, as a pediculicide, has been shown to be 
virtually 100% effective.’ "^ 
| "KwellSpray can be sprayed on upholstery, blankets, bedding, 

| "elothi ing and other objects where lice and their eggs are known to linger, 


voto help break the infestation/ reinfestation cycle. 





D After you have prescribed a specific for parasites on the scalp or 
-.. body, com plete the regimen with the specific for parasites off the body 
-= with new, nonprescription KwellSpray Insecticide. 

| Caution: Not for use on humans or animals. Avoid breathing of 
^. vapor and contact with eyes or skin. Vacate room after treatment and 
ventilate before reoccu pying. References: 1. Osol, A. and Farrar, G.E., eds., United States 


Dispensatory, Philadelphia, J.B. Lippincott Co., 25th edition, 1960, p. 2012. 2. Patient Care 7:94, Nov. 1, 1973. 
; Reed & Carnrick/Kenilworth, N.J. 07033 | 

















classic therapy - 


To effectively help control 
dandruff, remove excess oil, 
and stop itching. 


00. & 
ER M £ m Ss Therapeutic Shampoo 
| T cos ae —— | Cream Therapeutic Shampoo 
f AEN 
~ 
eo 


For full prescribing information, consult your P.D.R. ' 
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for the toughes 
problems 


A highly effective tar 
shampoo to combat stubborn, 
resistant scalp problems. 


Sebutone: 


Antiseborrheic Tar Shampoo 
Cream Therapeutic Tar Shampoo 


- Wesrwoop 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N 1E2 








Efficacy, speed... 


and now economy 


Your patient with 
chronic or widespread ` 
dermatitis saves: 


over equal amount of 
Lidex* 0.05% Cream 
(Fluocinonide) 


5.996 


over equal amount of 
Diprosone* 0.05% Cream 
(Betamethasone Dipropionate) 


1.596 


over equal amount of 


Valisone® 0.1% Cream 
(Betamethasone Valerate ) 














*Based on Red Book prices, 1975. Retail prices may 
vary from pharmacy to pharmacy, according to region 
and services offered. 


Halog Cream 


on Halcinonide 
E OMY Jar Cream 0.196 
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See brief summary on opposite page. Also in 60g. and 15g. 









Each gram of Halog Cream (Halcinonide 
Cream 0.176) contains 1 mg. halcinonide 
(0.195) ina cream base. 

INDICATIONS: This productis intended for 
~ topical application for adjunctive therapy 
“and symptomatic relief of inflammatory 

_ Manifestations of acute and chronic corti- 
5X -Costeroid responsive dermatoses. 


CONTRAINDICATIONS: Topical steroids are 
* contraindicated in vaccinia, varicella, and 
..., inthose patients with a history of hyper- 
v. Sensitivity to any of the components of the 
<o Preparation. This preparation is not for 
zs ophthalmic use. 
_ PRECAUTIONS: General — If local infection 
— exists, suitable concomitant antimicrobial or 
antifungal therapy should be administered. 
If a favorable response does not occur 
"promptly, application of the corticosteroid 
. Should be discontinued until the infection is 
,,,, adequately controlled. Although systemic 
"* .-sideeffects associated with absorption 
2522 Oftopicalcorticosteroid preparations are 
“fare, their possible occurrence must be 
"kept in mind when these preparations are 
used over large areas or for an extended 
t5 period of time. If irritation or sensitization 
“os develops, the preparation should be dis- 
continued and appropriate therapy insti- 
tuted. Although topical steroids have not 
been reported to have an adverse effect 
on pregnancy, the safety of their use during 
pregnancy has not been absolutely estab- 
 lished; therefore, they should not be used 
extensively on pregnant patients, inlarge 
amounts, or for prolonged periods of time. 


Ae Occlusive Dressing Technique — The use of 
..Occlusive dressing increases the percu- 
taneous absorption of corticosteroids: their 
extensive use increases the possibility of 
_ Systemic effects. For patients with exten- 
sive lesions it may be preferable to use a 
Sequential approach, occluding one portion 
ofthe body at atime. The patient should be 
kept under close observation if treated with 
theocclusive technique overlarge areas 
and over a considerable period of time. 
cc Occasionally, a patient who has been on 
prolonged therapy, especially occlusive 
therapy; may develop symptoms of steroid 
v withdrawal when the medication is stopped. 
-Thermal homeostasis may be impaired if 
. Jarge areas of the body are covered, Use 
of the occlusive dressing should be dis- 
cn continued if elevation of the body tem pera- 
we fure occurs. Occasionally, a patient may 
develop a sensitivity reaction to a particular 
< vv Oeclusive dressing material or adhesive and 
.. 8 Substitute material may be necessary. If 
infection develops, discontinue the use of 
- the occlusive dressing and institute appro- 
^ prate antimicrobial therapy. 
_ ADVERSE REACTIONS: The following local 
-< “adverse reactions have been reported with 
< topical corticosteroids: burning, itching, 
rritation, striae, skin atrophy, secondary 













Ex DRM 













cneform eruptions, and hypopigmentation. 
he following may occur more frequently 
with occlusive dressings: maceration of 
he skin, secondary infection, skin atrophy, 
'Striae, and miliaria. Contact sensitivity toa 
articular dressing material or adhesive 

nay occur occasionally (see PRECAUTIONS). 
r full prescribing information, consult 

=D: In tubes of 15 and 60g. 
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Og. (Boz.). 


- Ingredient of every product 


or and integrity of its maker''M 







ection, dryness, folliculitis, hypertrichosis, 


A NEW PRE 





SCRIPTION 


TO ASSURE YOUR 
TRAVELING PATIENTS 
A BON VOYAGE. 


Physician's Guide to Medical Advice for Overseas Travelers 


Jet lag fatigue, Montezuma's 
Revenge, airport  coronaries-- 
they've become all too common 


words in the medical vocabulary - 


as increasingly larger numbers 
of people avail themselves of the 
speed and ease of jet travel for 
Overseas vacation and business 
trips. And, in the process, they 
expose themselves to health 
risks rarely encountered at 
home. 


Physicians Guide to Medical 
Advice for Overseas Travelers 
was developed by the AMA to 
help practicing physicians ren- 


e*9**9*9909000060600000, 
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Order Dept. wes 

American Medical Association | 

535 N. Dearborn St./Chicago, lil. 60610 
Please send me... — 
Physician's Guide to Medical Advice for 
Overseas Travelers (OP-411) 
Price: 60€ each. Please enclos 
Name ; 
Address 


City/State/Zip 


e*069090000000000000900900000002609. 


der preventive medical services 
to traveling patients. 


It provides a wealth of infor- 
mation, such as how to protect 
patients against tropical dis- 
eases, time zone changes, para- 
sites, tuberculosis and compli- 
cations of existing handicaps. 
What to advise. about diets and - 
personal hygiene in the tropics, 
overseas medical care, immu- 
nizations. : 


Order your copy today--and 
help assure yous traveling pa- 
tient a bon voyage. 
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An important new acne product is now 
available from the Dermatological Divi- 
‘sion of Johnson & Johnson. In contrast to 
superficial peeling agents, Retin-A Gel 
provides an apparently unique mode of 
action to resolve existing papules and 
pustules in acne vulgaris. 

And it does more. It can help prevent 
existing comedones from developing into 
papular or pustular acne, even when 
comedones are not yet visible. 


Retin-A Gel resolves papules 
and pustules. 


Percent Reduction in 
Papule and Pustule Counts at Each Visit 
0.025% Tretinoin Gel 
(Patients with Excellent or 
Good Responses) 


Papules 


Percent Reduction 





5 
ween O 0E 2 39.4.5 8 .7— 8.85; 107° 


These clinical studies* were con- 
ducted on a total of 67 patients with 
predominantly grades Il and III acne. 
Overall results showed that 8296 of those 
studied had a good-to-excellent response; 
9% had a fair response; and 996 had a 
poor response. 

The action of Retin-A Gel (see chart) 
against papules and pustules is both rapid 
and effective. After just 2 weeks of treat- 
ment, there were 35% fewer papules and 
5776 fewer pustules in those patients who 
had good-to-excellent response. After 11 
weeks of therapy, in the same group of 
patients, papules were reduced by 6796 
and pustules by 78%. 


Retin-A Gel helps prevent 
papules and pustules. 


Evidence to date suggests Retin-A 
Gel acts deep within the follicular canal 
to expel existing comedones, break up 
their precursors, and prevent formation 
of new ones. And in doing this, it helps 
prevent papular and pustular acne. 


Retin-A Gel loosens and expels exist 
ing comedones by stimulating epithelial 
proliferation and reducing the number of 
attachment plates of the epiderfríal cells. 

In addition, Retin-A Gel can even 
help prevent new comedones from de- 
veloping. As the number of attachment 
plates is reduced, the turnover of horny 
cells is accelerated. This helps reduce ad- 
herence of horny cells within the follicu- 
lar canal.and thus helps prevent forma- 
tion of the comedo. 


All the advantages of Retin-A. 
All the convenience of a gel. 


Retin-A Gel provides excellent dos- 
age control, because it applies evenly. 
And Retin-A Gel is cosmetically elegant. 


© 
(ohmonsfohmon 1975 


*Data on file in the Department of Clinical 
Research, Johnson & Johnson. 

For prescribing information, see last page 
of this advertisement. 


prevent tomorrows 





~- Ay s | * 2 G 






~ ; a: X; c ^ f $9 
í 


Se - 






uc 







my 





x > f 
^A 


". J 


D. 













BRAND -0 


nol 


e p 


- 





elz-- ^5 
I^ New potent gel form | 


1$, Unsurpassed Retin-A efficacy 


"ua i 





^ 





= Pustular 

















0.05% 
Cream 


Starter 
Dry 


Oily 

Fair? 

Dark 
Maintenance 
Reinstitute 
Mild Acne 
Severe Acne 
Small Areas 
Large Áreas 


Comedonal 


Papular and 


T When you get specific about acne vulgaris" 


by prescription only 


Retin-A 


e Brand $ 


tretinoin 
Gel 0.025% 


-> Cream 0.1%, 0.05% 


Liquid 0.05% 
Saturated Swabs 0.05% 


| RETIN-A Brand tretinoin is available in gel, cream and liquid vehicles. RETIN-A 

4 Bfand tretinoin Gel contains tretinoin (retinoic acid; vitamin A acid) 0.025% by 
weight, in a gel vehicle of butylated hydroxytoluene, hydroxypropy! cellulose, and 
alcohol 90% w/w. RETIN-A Brand tretinoin Cream contains tretinoin in either of 
two strengths, 0.1% or 0.05% by weight, in a hydrophilic cream vehicle of stearic 
acid, isopropy! myristate, polyoxy! 40 stearate, stearyl alcohol, xanthan gum, 
sorbic acid, and butylated hydroxytoluene. RETIN-A Brand tretinoin Liquid con- 
tains tretinoin 0.05% by weight, polyethylene glycol 400, butylated hydroxy- 

i toluene, and alcohol 55%. ` 
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- “Primarily grades 1, II, and IIl in which comedones, papules, and pustules pre- 
dominate. It is not effective in most cases of severe pustular and deep cystic 
nodular varieties (acne conglobata). 





"indications: RETIN-A B. 


























ns: RETIN-A Brand t is indicated for topical applica- 
tion in the treatment of acne vulgaris, primarily grades 1, i, and IT in 
which comedones, papules, and pustules predominate. H is not effec- . . 
tive in most cases of severe pustular and deep cystic nodular varieties 
tacne conglobata). 

Contraindications: Use of the product should be discontinued if 
hypersensitivity to any of the ingredients is noted. 

Warnings: RETIN-A should be kept away from the eyes, the mouth, 
angles of the nose, and mucous membranes. Topical use may induce 
severe local erythema and peeling at the site of application. If the 
degree of local irritation warrants, patients should be directed to use 
the medication less frequently, discontinue use temporarily, or dis- i 
continue use altogether. Tretinoin has been reported to cause severe he. 
irritation on eczematous skin and should be used with utmost caution 
in patients with this condition. 

Precautions: Concomitant topical medication should be used with 
caution, because of possible interaction with tretinoin. Particular 
caution should be exercised in using preparations containing peeling 
agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic acida 
with RETIN-A. It also is advisable to “rest” a patient's skin until the 
effects of peeling agents subside belore use of RETIN-A is begun. 
Exposure to sunlight, including sunlamps, should be minimized during 
the use of RETIN-A and patients with sunburn should be advised not to 
use the product until fully recovered because of heightened suscepti- 
bility to sunlight as a result of the use of tretinoin. Patients who may 

be required to have considerable sun exposure due to occupation 
should exercise particular caution. Other weather extremes, such as 
wind and cold, also may be irritating to patients under treatment with 
tretinoin. Similar precautions are advisable with regard to the use of 
medicated or abrasive soaps and cleansers, soaps and cosmetics that 
have a strong drying effect, and products with high concentrations of 
alcohol, astringents, spices, or lime. if medication is applied exces- 
sively, no more rapid or better results will be obtained and marked 
redness, peeling, or discomfort may occur. 


Adverse Reactions: The skin of certain sensitive individuals may be- 
come excessively red, edematous, blistered, or crusted. if these effects 
occur, the medication should either be discontinued until the integrity 
of the skin is restored or the medication should be adjusted to a level 
the patient can tolerate. True contact allergy to topical tretinoin is 
rarely encountered. Temporary hyper- or hypopigmentation has been 
reported with repeated application of RETIN-A, Some individuals have 
been reported to have heightened susceptibility to sunlight while f 
under treatment with RETIN-A. To date, all adverse effects of RETIN-A 
have been reversible upon discontinuation of therapy. (See Dosage 
and Administration section.) 


Dosage and Administration: RETIN-A Gel, Cream or Liquid should be 
applied once a day, before retiring, to the skin where acne lesions 
appear, using enough to cover the entire affected area lightly. Liquid: 
The liquid may be applied using a fingertip, gauze pad, or cotton swab. 
if gauze or cotton is employed, care should be taken not to oversaturate 
it to the extent that the liquid would run into areas where treatment is 
not intended. Swab: One RETIN-A Brand tretinoin swab should be 
applied once a day, before retiring, to the skin where acne lesions 
appear, spreading the medication over the entire affected area. One 
swab supplies enough of the preparation to treat an area the size of 

the face. if other sites are treated, such as the back, additional swabs 
should be used. 

Application may cause a transitory feeling of warmth or slight stinging. 
In cases where it has been necessary to temporarily discontinue ther- 
apy or to reduce the frequency of application, therapy may be re- 
sumed or frequency of application increased when the patients become y 
able to tolerate the treatment. b 
It should be noted that just as some patients require less frequent 
applications or other dosage forms, others may respond better to more 
frequent applications of tretinoin, Alterations of vehicle, drug concen- 
tration, or dose frequency should be closely monitored by careful 
observation of the clinical therapeutic response and skin tolerance. 
During the early weeks of therapy, an apparent exacerbation of in- 
flammatory lesions may occur, This is due to the action of the medica- 
tion on deep, previously unseen lesions and should not be considered 

a reason to discontinue therapy. 
Therapeutic results should be noticed after two to three weeks, but 
more than six weeks of therapy may be required before definite bene- 
ficial effects are seen. Once the acne lesions have responded satis- 
factorily, it may be possible to maintain the improvement with less 
frequent applications, or other dosage forms. 

Patients treated with RETIN-A may use cosmetics, but the areas to be 
treated should be cleansed thoroughly before the medication is applied. 
How Supplied: RETIN-A Brand tretinoin is supplied as: 

1) A 0.025% gel in tubes of 15 grams. 

2) Creams of either 0.1% or 0.05%, in tubes of 20 grams. 

3) A 0.05% liquid in amber bottles containing 28 mi. 

4) Foil-covered swabs saturated with the 0.05% liquid, in boxes of 30. 
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an ethical specific 


from the Dermatological Division of “ee, 
New Brunswick, New Jersey 08903 * 


eginning... 


Rely on Cordran 


tlurandrenolide 
For treatment of any corticosteroid-responsive dermatoses 


Description: Cordran” (flurandrenolide, Dista) is a potent corticosteroid thalmic use. Adverse Reactions: The following loc 
intended for topical use. Actions: Cordran is primarily effective because have been reported with topical corticosteroid for 
of its anti-inflammatory, antipruritic, and vasoconstrictive actions. Indi- 

cation: For relief of the inflammatory manifestations of corticosteroid- 

responsive dermatoses. Contraindications: Topical corticosteroids are 

contraindicated in vaccinia and varicella and in patients with a history 

of hypersensitivity to any of their components. Precautions: If irritation 

develops, the product should be discontinued and appropriate therapy 

instituted. In the presence of an infection. an appropriate antifungal or 

antibacterial agent should be used. If a favorable response does not times daily. 

occur promptly, the corticosteroid should be discontinued until the 

infection has been adequately controlled. If extensive areas are treated Cream, Ointment, and Lotion Cordran* , 0.05% 
or if the occlusive technique is used, there is a possibility of increased , y wn 
systemic absorption of the corticosteroid, and Suitable precautions Cream and Ointment Cordran, 0.025% 
should be taken. Although topical corticosteroids have not been re- Additional information available to the profession 
ported to have an adverse effect on pregnancy, the safety of their use 

on pregnant women has not been absolutely established. Therefore. DISTA Dista Products Company 

they should not be used extensively, in large amounts, or for prolonged cH Division of Eli Lilly and Company 
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or 
ve Shampoo especially fop 
m patients With oily hair 


R 
e effectively cleanses debris and emulsifies oil 
accumulated on scalp and hair 
e regular use controls oiliness SH A MPOO 


e safe to recommend for daily use (pH is 5.5) Supplied: 
| 4 oz. and B oz. plastic shatterproof bottles. 
e contains no formaldehyde ; iav 














)soralens have been used for dec- 





. tion in cases of vitiligo. Recently, 
there has been considerable interest 
in the treatment of psoriasis with 
orally administered psoralens and 
subsequent exposure to longwave ul- 

.. Araviolet light (UVA, 320 to 400 nm). 
4. The relationship between the re- 
<= sponses of these skin diseases to 

¿psoralen therapy and the striking 
erythemogenic and melanogenic ef- 
fects of photoactive psoralens on nor- 
mal skin is unknown. No relationship 
has yet been established between any 
of these cutaneous effects and the 
known formation of photoadducts of 
thymine and psoralen, nor between 

-cutaneous effects of psoralen therapy 
and the transiently decreased DNA 

Synthesis that occurs when psoralen- 

"treated cells are exposed to UVA. 
Double-blind acute toxicity studies 
| performed on human volunteers and 
~eo studies of large numbers of vitili- 

. go cases have disproved the early con- 

cerns about the possible hepatotoxic- 

a Í psoralens. Repeated exposure 

Nec E gh doses of UVA is carcinogenic 
E to certain laboratory animals; this ef- 

- feet can be augmented with psora- 

- lens, particularly in albino animals. 

.' Also, repeated exposure to UVA gen- 

 erates cataracts in certain nocturnal 

.. . animals. Fortunately, over the past 25 
= -> years, neither skin cancer nor cata- 
>>. raets have been noted in patients 
^. treated for vitiligo, despite periods 
of psoralen therapy ranging from 
- . months to years. The possibility that 
. these or other long-term effects may 
be present but as yet unnoticed in hu- 
“mans must be weighed against the 
known beneficial effects of psoralen- 
















ades to stimulate repigmenta- 


Photochemotherapy of Psoriasis 


UVA therapy in cases of psoriasis. 


and vitiligo. 

Psoralen-UVA-induced pigmenta- 
tion is a predictable, acceptable side 
effect of treatment. In fact, psoralens 


are occasionally used to induce a tan | 


for cosmetic reasons or for sun pro- 
tection. In theory, a psoralen-induced 


tan could protect one from solar car- | 


cinogenesis. Psoralen-UV A erythema 
is the grossly visible manifestation of 
a "phototoxic" reaction that occurs in 


every normal person exposed to ade- 


quate psoralen and UVA. It is this 
phototoxic reaction, accompanied by 
alteration of cutaneous vessels and 
epidermal cells, that limits psoralen 
therapy. Also, premature "aging" or 
accelerated actinic changes could re- 
sult from repeated phototoxic reac- 
tions over a period of many years. 


Fortunately, there is evidence that 


the beneficial effects of orally admin- 
istered psoralen photochemotherapy 
ean be achieved both in vitiligo and in 
psoriasis cases at UVA exposures 
that are less than those produc- 
ing grossly observable phototoxic 
changes. 

Sensitivity to the longwave UVA 
that induces psoralen erythema, like 
sensitivity to the more erythemo- 
genic UVB (290 to 320 nm), is depen- 
dent on skin color and on sunburning 
and tanning history. Since psoralen- 
UVA-induced erythema is related 
both to the dose of the drug and to 
the amount of light, it is generally 
predictable and controllable. In order 
to alter the likelihood or degree of 
erythema, it is usually easiest to hold 
constant the amount of the drug and 
the pre-irradiation period (time be- 
tween ingestion and UVA exposure) 


and to UVA exposure 
dose. 

The course of ihe developrüént, 
maximization, and duration of this- 
erythema differs from that. of sun- 
burn. Psoralen-induced erythema 
may be minimal or absent at 12 to 24 
hours, is maximal at 48 to 72 hours or 
later, and may persist for several 
days. Once a patient has ingested 


vary the 


 psoralens, as little as two to three 
~ times the minimum UVA exposure 


dose required to produce delayed ery- 


thema (which appears 48 hours after 


exposure) may cause edema or a blis- 
tering response. Since patients re- 


main photosensitive for as long as 


eight hours after ingestion of psora- 


ens, inadvertent exposure to solar 


UVA before or after the intended 
treatment exposure adds to the 
erythemogenic effect; because UV A 
passes through ordinary window. 
glass, such unintended exposures may 


occur in cars or on porches. 


The effects of sequential treat- 


ments may also be cumulative. A 


daily treatment sehedule carries the : 
risk of having to estimate the UVA = 
exposure dose before the full effects — 
of the last treatment are known. = 
Thus, what might appear to bea min- = 
imally erythemogenic dose of psora- = 
len and light may result in tenderness - 
and edema. Because of the nature of - 
the phototoxie reaction, these cumula- ^ 
tive effects of sequential treatments = 
may not be recognized until blister- e 
ing exposure doses have been’ given. : 
If such severe phototoxic reactions in- 
volve a large enough area of body.sur 
face, they may not only neces 
hospitalization put may also oe 
threatening. PN S a 
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(. phototoxie reactions, espe 
E^ cumulative injuries, is- substantial. 














otoxic drug. Although the 
Hit or. UVA energy required to 
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ure doses and pray eae increase. AS bi 
_. the variables are not well quantified. | 
AP CE present, the potential for severe — 
cially from | 


exposures; 


- "Trioxsalen (trimethylpsoralen), like 
methoxsalen (8-methoxypsoralen), is 


and dosages to achieve maximum 
therapeutic benefit and to avoid side 


induce er thema. or ' pigmentation effects 
with trioxsalen may be many times drugs, 
that which is required to induce these. dicti 
-changes with the more erythemo- u 
genie and melanogenic methoxsalen, - 
'À the amount of UVA energy needed to. 
y cause redness in the presence of tri- _ 
imes.  oxsalen is definitely less than that 
re- needed to cause redness with UVA - 
. alone. Because, compared to methox- - 
. salen, a longer exposure to UVA is | 
2 needed to induce erythema, triox- 
- galen is relatively safe for single 
however, because of cu- 
 mulative phototoxie effects, daily ex- 
posures may result in severe burns. 
This is especially true when sun is the 
light source. 
Physicians are familiar with titrat- 
ing drug administration schedules 








tentional ad 


os netry. To avoid unin- 
itive effects, all of the 
factors influencing erythemogenesi: 
must. be considered. The photochemo- 
| ast he 






tive risks of daily therapy, the 


variable ultraviolet content of the 
sun, and. the likelihood of Nen. 


tional sun exposure. 

Finally, photochemotherapy « of pens 
riasis is still an experimental treat- 
ment. Food and Drug Administration 
approval i is pending. Optimum treat- 
ment and maintenance schedules are 
not yet established, and the safest 
drug. and UVA doses are not yet 
known.  / 

: JOHN A. PARRISH 
Boston 
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Haim A. Cohen, MD 


* Patients suffering from contact der- 
. matitis caused by chromium sensitivity 
showed positive reactions to intradermal 
tests with chromium and cobalt chlorides. 
Patch tests to cobalt in unaffected and in 
healed eczematous skin areas gave nega- 
tive: results. A large number of chromium- 
sensitive patients also showed a positive 
intradermal test reaction to cobalt bound 
-to human serum albumin and a negative 
reaction to cobalt bound to rabbit liver 
glycogen. it has been suggested that 
these positive reactions to cobalt are sec- 
ondary sensitivities to cobalt, caused by 
cobalt-denaturated human serum albumin 
that is so similar to the denaturated prod- 
uct of chromium cations that the compe- 
tent. cells cannot distinguish between 
them. 
(Arch Dermatol 112:37-39, 1976) 


"ultiple eezematous sensitivities 
.. AY have been classified by Baer 
. into the following varieties: (1) mul- 
` tiple non-specific sensitivity, (2) mul- 
< tiple specific primary sensitivity, and 
(3) multiple secondary sensitivity.’ 
The secondary sensitivities are cross- 
reactions between two or more aller- 
gens that are related immunochem- 
ieally. They possess identical deter- 
minant groups that are bound to one 
or more identical carriers, so that the 
competent cells do not differentiate 





Aecepted for publication April 28, 1975. 
From the Department of Dermatology and 
Venereology, Hadassah University Hospital and 
. Hebrew University Medical School, Jerusalem. 
- . . Reprint requests to Department of Dermatol- 
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The Role of Carrier in NE 
sensitivity to Chromium and Cobalt- 


between the conjugates and thus re- 
aet as if they were identical. 

As a sensitizer, potassium bichro- 
mate contradicts the principle that a 
chemical substance can act as a hap- 
ten only if it can produce complexes 
with proteins. Potassium bichromate 
is an unstable salt and does not pro- 
duce complexes with organic sub- 
stances unless it has first been re- 
duced to its trivalent, cationic form. 
It has been found that rabbits sensi- 
tized with potassium bichromate de- 
veloped antibodies only to trivalent 
chromium.’ This finding was con- 
firmed by Mali et al in guinea pigs 
using the passive cutaneous anaphy- 
laxis technique.’ 

Thus it seems that the hapten is the 
trivalent cationic form of chromium, 
even when patients sensitive to chro- 
mium have been in contact with po- 
tassium bichromate only. It is now 
known that patients suffering from 
contact dermatitis to potassium bi- 
chromate regularly show positive in- 
tradermal test reactions to trivalent 
chromium.‘ 

Gell and Benacerraf and their co- 
workers showed repeatedly, in large 
numbers of experiments using differ- 
ent homologous and heterologous car- 
riers combined with different hap- 
tens, that this type of sensitivity 
depends not only on the hapten but 
also is appreciably influenced by the 
adjacent area of the protein mole- 
cule.* Gell and Silverstein also found 
that guinea pigs sensitized with a 
carrier-hapten conjugate failed to re- 


Chromium and Cobalt Sensitivity: Coh 





act to the same carrier hone to: othe AY 
same hapten when the point of at- 
tachment of the hapten to the protein 
differed from that in the conjugate 
used for sensitization.* e 

It has been reported. that the tu- 
berculin-type reaction to trivalent 
chromium in humans is carrier-de- - 
pendent in the same way as it is in 
guinea pigs.’ It seemed interesting, 
therefore, to study the cross-reac- 
tivity between chromium and cobalt 
by injecting them intradermally both 
in a free state and after having been 
bound in vitro to homologous human 
serum albumin (HuSA) and heterolo- 
gous rabbit liver glycogen (RLGL) 
carriers. 


SUBJECTS AND METHODS 


The following molar solutions in water . 
or saline have been used: for patch tests, 
0.017M potassium bichromate in distilled ^ — 
water and 0.153M cobalt chloride in dis- . I. 
tilled water; for intradermal test, 0.0157 aoe 
chromin trichloride in saline solution and - T 
0.0191M cobalt chloride in saline solution. — 

Human serum albumin (HuSA) contain- M eur 
ing 11% y-globulin, 250 mg of HuSA bound © 
with 0.0024M solution of chromium tri- 
chloride, and 250 mg HuSA bound with | 
0.00025M solution of cobalt chloride were - 
used as homologous carriers. Rabbit liver - 
glycogen (RLGL) bound to 0.00032M solu- - 
tion of cobalt chloride was used as thehet- - 
erologous carrier. Control solutions of 250 < 
mg/100 ml of HuSA, 375 mg/100 ml of 
RLGL, and physiological saline were. re al 
used. 

The quantae determination: of € 
mium chloride and method of bindin, 
been reported elsewhere,’ but a cone 





























meter for chromium con- 
as possible to detect i in the 
otometer an. Amount of 0. lug/ml 
lard chromium. solution, whereas 
it was not possible to detect this amount of 
<o chromium in 4 solution of 1,000ug/ml co- 
~~ balt chloride. When the amount of 0.lug/ 









ml of chromium was added to this cobalt | 


chloride solution, it was possible to detect 
traces: of chromium added. Thus. it seems. 


that the cobalt chloride used in this study — 


was not contaminated with chromium. 


Skin Tests . 


One. hundréd- fifty patients in all were 

s tested. Fifty of the patients had been diag- 

c. nosed as having contact dermatitis caused 

- by chromium, and one hundred patients, 

diagnosed as having various skin diseases, 

` served as controls. Thirty-five of the pa- 

tients with chromium dermatitis were 

women: 17 of these had shoe-leather der- 

matitis, 13 had shoe-leather dermatitis and 

eczema of the hands, and five had eezema 

of the hands only. The remaining 15 men 

in the study suffered from eczema of the 

. hands only: 12 were construction workers 
and three were offset printing workers. 

All 150 patients were patch-tested on the 

skin of the back with a series of 18 differ- 

ent allergens in addition to potassium bi- 

chromate and cobalt chloride. Twenty-two 

patients, both men and women, were also 

patch-tested with potassium bichromate 

and cobalt chloride in previously diseased 

. areas after the eczematous lesion had al- 

“most healed. All patients received 0.1 ml of 

' the previously mentioned molar solutions 

5. administered intradermally on the skin of 

= e the back (Table). 


RESULTS 


: Of the 150 patients tested, the 
a patch tests to potassium bichromate 
. were positive only in patients suffer- 
ing from contact dermatitis caused 
by ehromium. Only nine reacted to co- 
balt chloride, and 41 failed to react. 
The 100 patients used as controls re- 
acted to neither potassium bichro- 
mate nor ‘cobalt chloride. The patch 
p tests given in ‘previously diseased 
. areas to the 22 patients always gave 
positive. results for potassium bichro- 
mate and negative results for cobalt 
ehloride. The intradermal tests to 
chromium chloride and cobalt chloride 












(38. Arüh Dermatol Vo 112, Jan 1976 


005 uut 


lare v was eas pee, in 















D No. of 
. -Material injected Positive 
A Intradermally Reactions 
Orch, 
1. 00157M — 50 
| | CrCl, + HuSA | 
. 0.0024M 50: 








CoCi, 
0.01911M 
CoCl, + HuSA 
0.00025M 32 
~CoCi, + RLGL 
0.00032M 
HuSA 
(250 mg/100 mi) 
RLGL | 
(375 mg/100 ml) 
Physiological Saline 

















Tubercul in-Type Reaction to Cobalt Chloride s injected Free and: 
Bound to Two Different Carriers in Patients With, CADMIUM Sensitivity 





























No. of 
Degree of Negative 
Sensitivity” Reactions 
2+ to 4+ 0 
24- to 44- 0 


ttost 10 


1+ to 2+ 12 


* Zero indicates no erythema, no induration; + indicates erythema of 0.5 cm; 1+ indicates 


-erythema = 0.5 cm and slight induration of 0.5 cm; 2+ indicates erythema of 0.5 to 1 cm and 


induration of 0.5 cm: 3+ indicates erythema > 1.0 cm and induration > 0.5 cm; 4+ indicates 


erythema, induration, and necrosis. 


were negative in all patients used as 
controls. All fifty chromium-sensitive 
patients had positive test results for 
chromium chloride, and 40 had posi- 
tive reactions to cobalt chloride. All 
fifty patients reacted positively to in- 
jections of chromium chloride bound 
to HuSA. Thirty-two out of 50 showed 
reactions to cobalt chloride bound to 
HuSA. The RLGL-cobalt chloride com- 
plex gave no reaction in 46 patients 
and gave slightly positive reactions in 
four. 

There were differences between the 
reactions to intradermally adminis- 
tered chromium and cobalt both when 
injected free and when bound to 
HuSA. Generally, the size of the reac- 
tion produced by cobalt was smaller 
and of much shorter duration than 
that caused by chromium. 

The results (Table) show that co- 
balt chloride injected free or bound to 
HuSA produced positive tubereulin- 
type reactions in patients suffering 
from sensitivity to chromium. The 
foreign carrier RLGL bound to cobalt 
failed to produce intradermal test re- 
actions, thus indicating the role of the 
earrier. This reaction to cobalt chlo- 
ride therefore seems to be carrier-de- 
pendent in the manner that has al- 
ready been reported for chromium 
chloride. It should be noted that no 
reactions occurred in 41 patients 
patch-tested with cobalt chloride in 


normal skin and in 22 patients also 
tested in the previously diseased skin 
areas. It can be concluded that they 
did not suffer from contact dermatitis 
caused by cobalt. Since only the pa- 
tients suffering from chromium sensi- 
tivity reacted to intradermally ad- 
ministered cobalt chloride injected 
free or bound to HuSA, this reaction 
should be considered as specific for 
the chromium-sensitivie patients. 


COMMENT 


Many studies have been published 
concerning the phenomenon of cross- 
reactions between chromium cobalt 
and nickel)? Most of these studies 
have been done with patch tests only, 
and since in patch tests, the carrier 
remains unidentified, its contribution 
to the mechanism of cross-reactivity 


fails to be recognized. In several stud- - 


ies the intracutaneous route has also 
been used, but here again the hapten 
has been injected “free” and not 
bound in vitro to a suitable carrier in 
order to study its effect on the reac- 
tion,” 14 

Baer et al classified positive patch 
test results to allergens in individuals 
without a history of contact derma- 
titis and without skin lesions as "la- 
tent sensitivity" or "immunological 
imprints" caused by allergenic expo- 
sures inherent in the environment in 
which we live.’ Except for 12 pa- 
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tients who worked with cement, 
which may contain traces of cobalt, 
the others had no history of exposure 
to cobalt. 

In trying to analyze our findings, it 
seems that the following possibilities 
exist. 

The patients were exposed simulta- 
neously to hapten, chromium, and co- 
„Palt, and therefore they may be con- 
“sidered to have developed primary 
multiple sensitivities in which chro- 
mium sensitivity produced skin le- 
sions and was detected by a der- 
moepidermal reaction, while cobalt 
sensitivity did not produce skin le- 
sions and was detected by an intra- 
dermal test reaction only. 

Another possibility is that those pa- 
tients who did not suffer from contact 
dermatitis caused by cobalt and who 
had a negative patch test reaction 
even in the previously diseased areas 
are not truly suffering from sensi- 
tivity to cobalt, in spite of the fact 
that they had perhaps been exposed 
to traces of this element. It seems 
that this sensitivity is the expression 
of a cross-reaction between chromium 
and cobalt through the common car- 
rier HuSA. The experimental find- 
ings of Gell and Silverstein? favor 
this explanation. These authors found 
by sensitization experiments in 
guinea pigs, using complexes of 
guinea pig albumin (GPA) bound to 
ortho-, meta-, and para-substances, 
that an animal sensitized, for ex- 
ample, with GPA-ortho-complex will 
cross-react with GPA bound to meta- 
and/or para-substances. They con- 
cluded from these and similar experi- 
ments of sensitization and desensi- 
tization that the hapten plays a less 
dominant role than the total deter- 
minant area of specificity. As a conse- 
quence, the delayed sensitivity would 
manifest a wide range of cross-reac- 
tions among related haptenic groups. 

While it is easy to establish related 
hapten groups for organic substances, 
it seems that it is not easy to do so for 
cationie elements. Chromium, cobalt, 
and nickel, which eross-react, belong 
to the group of ten transitional met- 
als in the central region of the peri- 
odie table, among which are also 
manganese, iron, and zinc. The last 
three do not induce contact sensi- 
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tivities, and no cross-reactions have 
been reported to them in patients 
suffering from chromium, cobalt, or 
nickel sensitivites, in spite of the fre- 


quent occurrence of considerable 


simultaneous exposure. 

It therefore seems reasonable to as- 
sume that haptenic similarities do ex- 
ist between chromium, cobalt, and 
nickel and that these are expressed 
biologically by the induction of sensi- 


tivities and the occurrence of cross- 


reactions. 

When cations are haptens, the hap- 
ten area is very small, and what 
really matters is the chemical denatu- 
ration of the carrier by the bound ca- 
tion. Chromium and cobalt, being 
metals, will be bound at the same 
sites of the carrier, and it has been re- 
ported'5 that chromium binds to the 
earboxyl (COOH) groups of the car- 
rier. Thus, it seems that no changes 
will occur in the steriochemical con- 
figuration of the carrier when chro- 
mium is substituted by cobalt. There 
are, therefore, no striking differ- 
ences between chromium-albumin and 
cobalt-albumin complexes, and the 
eompetent cells cannot distinguish 
between them. This chemical dena- 
turation of the carrier induced by co- 
balt eations seems sufficient to elicit a 
cross-reaction by means of intrader- 
mal testing in patients suffering from 
chromium sensitivity. 

Sulzberger and Rostenberg" dem- 
onstrated that patients suffering 
from contact-type eczematous sensi- 
tivity show an increased susceptibil- 
ity to develop new sensitivities to 
other haptens. They reached the prac- 
tical conclusion that 


. . persons with recent or active ecze- 
matous dermatitis of the contact-type can- 
not be exposed to new known eczematog- 
enous allergens without a significant risk 
of developing new sensitivities to this 
type; and that this risk is greatest in these 
individuals than it is in persons with nor- 
mal skin. 


It might be suggested, therefore, that 
the reason for this increased suscepti- 
bility is the already existing sensi- 
tivity to the denaturated carrier that 
produces a preparative state for de- 
veloping contact dermatitis to new 
haptens. 

When such a sensitivity to metals 
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the development of a sensitivity — 
against another hapten that. binds t 0 


+ + 


+ 


develops, it should be consideted as l 
multiple secondary ‘sensitivity, whi 







one area of the protein. carrier otHer. i 
than that of chromium should becon- . 
sidered as a multiple primary sensi 


d ic 8 ve 
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. © Delayed hypersensitivity (DH) to 
. .. seven common antigens was examined in 
.... 88 men with chronic dermatophyte infec- 
=. tons and in 20 controls. A similar per- 
| centage of the infected and the control 
groups reacted to four antigens. in addi- 
tion to showing a low frequency of DH to 
trichophytin, the. infected group also 
_ showed a significant reduction in their re- 
actions to intradermal mumps skin test 
. .. antigen and to a Rhus oleoresin patch 
->o test. Two members (5%) of the infected 
group were anergic to all tests. Patients 
with chronic dermatophytosis appear to 
=o have a relatively specific defect in DH to 
-> trichophytin, but their cell-mediated re- 
- sponses to other antigens may also be 
somewhat decreased. The subjects stud- 
led did not appear to suffer excessive 
morbidity from infectious diseases, other 
than dermatophytosis. 
(Arch Dermatol 112:40-42, 1976) 





t has been observed that most 
dermatophyte infections of the in- 
flammatory type heal spontaneously. 
Traditional teaching relies on the 
characteristics of the infectious agent 
to explain this clinical phenomenon.’ 
Accordingly, zoophilic fungi produce 
- inflammatory infections, whereas an- 
` thropophilic fungi produce relatively 

- noninflammatory infections. 
Inflammation is the sum of the 
^: host’s responses to the pathogen, yet, 
the relative importance of the differ- 
ent inflammation-producing mecha- 
- nisms in the host has not been 
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in Chronic Dermatophytosis 


MAJ Gregory W. Sorensen, MC, USA, Henry E. Jones, MD 


thoroughly studied. The degree of 
inflammation produced by infection 
with Trichophyton mentagrophytes 
var granulare (a zoophilie organism) 
is minimal, providing that one does 
not possess specific cell-mediated im- 
munity (CMI).? Cell-mediated immu- 
nity, specifically cutaneous delayed 
hypersensitivity (DH), to a derma- 
tophyte group antigen (like tricho- 
phytin) produces most of the in- 
flammation at an infected site.’ This 
correlates with a halt in the spread 
of infection; a spontaneous resolution 
of the lesion; an acquired immunity 
(partial) to reinoculation; and the re- 
sistance to experimental infections of 
individuals with a history of self-lim- 
ited natural infections."* Converse- 
ly, individuals deficient in CMI to 
trichophytin can be infected experi- 
mentally with a small fungal inocu- 
lum; in fact, many such individuals 
have extensive, chronic dermatophyte 
infections.*” 

Patients with primary immuno- 
deficiency and with defective CMI 
frequently develop severe infections 
with certain viruses, bacteria, and 
fungi.^* Patients with chronic derma- 


tophytosis apparently do not develop _ 


such infections. Thus, on clinical 
grounds, it does not appear that 
chronic dermatophytosis reflects a 
primary immunodeficiency. 

We have attempted to determine 
whether patients with chronic derma- 
tophytosis and with no CMI to trich- 
ophytin have only an antigen-specific 
defect or a more general defect in 
CMI. 


MATERIALS AND METHODS 


Fifty-eight men were selected for this 
study. Of the group of 38 men classified as 
chronically infected with dermatophytes, 
17 were patients from the Dermatology 
Clinic of Letterman Army Medical Clinic 
(LAMC) and 21 were volunteers for medi- 
cal research from a California correctional 
facility. Their ages ranged from 31 to 56 





mediate and Delayed Hypersensitivity 


years (mean age, 42 years), and the dura- 
tion of their infection ranged from 8 to 35 
years (mean duration, 19 years). The con- 
trol group comprised another 20 volunteers 
from the correctional facility, 11 of whom 
presented no evidence of having been 
infected with a dermatophyte (nonex- 
perienced) and nine of whom had had one 
or two self-limited dermatophyte infec- 
tions (experienced immune). All 58 men 
were assessed and skin-tested, using a va- 
riety of antigens. 

A detailed history was obtained for each 
participant. Pertinent information sought 
included a personal history of dermato- 
phyte infection (specifically, location, dura- 
tion, recurrences, and response to treat- 
ments) and of other medical problems, 
such as aene, psoriasis, contact dermatitis, 
cutaneous viral infections, diabetes, hep- 
atitis, and atopy (asthma, hay fever, or 
atopie dermatitis). In addition, a family 
history of fungal infeetions, atopy, or 
other medieal problems was sought. 

A detailed morphological and anatomical 
description of each patient's infected areas 
was recorded. Scrapings from lesions were 
examined directly and then were placed on 
dermatophyte test media. The cultures 
were ineubated for three weeks and were 
identified by standard criteria. 

Tests for trichophytin were performed 
in the manner described by Jones et al.’ 
The other intradermal tests and the con- 
centrations used were as follows: coecidioi- 
din (only 14 subjects were tested), 1:100; 
Candida antigen, 1:100; mumps skin test 
antigen, 20 complement fixing units /ml; 
tubereulin purified protein derivative 
(PPD stabilized intermediate strength, 5 
tuberculin units; and streptokinase- 
streptodornase (SK-SD) antigen, 40 units 
of streptokinase (Varidase) All antigens 
were in a volume of 0.1 ml and were in- 
jected intradermally on the anterior aspect 
of the forearm, using disposable 1-ml sy- 
ringes and 30-gauge needles. The reactions 
were measured at 20 minutes and at 24, 48, 
and 72 hours. At the 20-minute reading, a 
wheal greater than 10 mm in diameter, 
with or without a flare, was considered a 
positive immediate reaction. The DH reac- 
tions for nondermatophyte antigens were 
interpreted as positive if an induration 
at least 10 mm in diameter was present at 
the 72-hour reading. The DH reactions for 
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Subjects 
With chronic dermatophytosis 


tophytosis 
Controls? (145 persons) 


* LAMC indicates Letterman Army Medical 





Table 1.—Percentage of Reactions to Trichophytin Intradermal Skin Test 


Immediate 


LAMC* patients (17 persons) 29 24 6 41 
Volunteers (35 persons) 25 21 34 20 
Immediate With or 
Without chronic derma- Without Delayed? 











Delayed Both No Reaction 





5 


Center. 
f Original data do not provide a breakdown as to which persons with immediate reactions 
e also had a delayed reaction and which persons did not. 


Table 2.—Percentage of Subjects Reacting to Each 
Intradermal and Patch Test 


Chronically 


(38 Persons) 


F Antigen immediate 
|  Tuberculin (PPD1) 
| Streptokinase- 
Streptodornase 
Candida 
Coccidioidint 
Mumps skin test 


Rhus oleoresin 
patch test 


* DH indicates delayed hypersensitivity. 
+ PPD indicates purified protein derivative. 





Controls 
(20 Persons) 


infected 


DH* Immediate 
16 0 


15 
0 
7 

15 


t Only 14 subjects were tested with this antigen. 


§ indicates any positive reaction. 


trichophytin were interpreted as positive 
if any degree of erythema, edema, or indu- 
ration (even 1 to 2 mm in diameter) was 
present at the 72-hour reading. 

The Rhus oleoresin patch test was ad- 
ministered as described by Jones et al.’ 
Four or five drops of the antigen were ap- 
plied to a 2-sq em area of skin on the upper 
part of the back, and the area was covered 
with an ocelusive patch test plaster. The 
patch was removed after 48 hours and 
scored at 72 hours in the following manner: 
0, no reaction; 1+, erythema; 2+, er- 
ythema and edema; 3+, erythema and 
edema, with papules, but with or without 
scattered vesicles; 4+erythema and ede- 
ma, with confluent vesiculation. A score of 

1+ to 4+ represented a positive contact 
allergy to Rhus. 


RESULTS 


The results of questioning the 21 
chronically infected prison inmates 
and the 20 controls have been summa- 
rized elsewhere; Briefly, the only 
statistically significant difference be- 
tween the chronically infected and 
the noninfected volunteers was a 2.9 
times greater frequency of atopy 
(mainly respiratory diseases) in those 
chronically infected. 

The patients from LAMC had been 
infected almost continuously since 
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the teen-age years with either tinea 
pedis or tinea cruris. Each had had 
several courses of treatment (topi- 


cally administered, systemically ad- | 


ministered, or both). These patients 
had histories of various other dis- 
orders: herpes simplex infections, 
seven patients; verruca, six patients; 
atopy, five patients; contact derma- 
titis (Rhus), four patients; allergy to 
penicillin, two patients; tuberculosis, 
one patient; urticarial reaction from a 
serum injection, one patient; chicken 
pox, one patient; and severe acne, one 
patient. No LAMC patient had a his- 
tory of any other infectious diseases, 
diabetes, or other serious systemic ill- 
nesses, although three reported a 
family history of diabetes. Seven pa- 
tients had a history of atopy in the 
immediate family. Six patients re- 
ported chronic fungal infections sim- 
ilar to their own in the immediate, 
blood-related family. 

Sixteen of the 17 LAMC patients 
had tinea pedis, of which ten cases 
(62.5%) were of the typical, nonin- 
flammatory moccasin type. The other 
patient had chronic, noninflamma- 
tory tinea corporis. In addition, two 
of the patients with tinea pedis also 


. ments. Single. cultures were positive 





had. chronic tinea cruris? nd one had me 
tinea manuum. Serapings from ali? 
patients were examined under the . 
microscope with the aid of potassium 
hydroxide; all revealed: fungal ele- 












for all 17 patients. Six cultures grew 
T rubrum, and five grew T men- 
tagrophytes var interdigitalis. T 
other six cultures produced a colony  . 
consistent with a Trichophyton spe- x 
cies but were not further identified. — . 

The results of the trichgphytin Pu 
tests on the chronically infected vol- 
unteers and on the controls have been 
presented previously. The 17 LAMC 
patients demonstrated the following 
reactions to trichophytin: no reaction. 
seven patients; immediate reaction 
only, five patients; both immediate .. 
and DH reactions, one patient; DH 
reaction only, four patients (of whom 
two manifested an induration of less - 
than 10 mm in diameter (Table 1). 

Ten of the volunteers in the in- 
fected group in our study exhibited 
some DH to trichophytin. In the ma- 
jority of the patients, the DH reac- 
tion was minimal in size and was pre- 
ceded by an immediate reaction. 

Data reflecting reactivity to the : 





 nondermatophyte antigens are pre- 


sented in Table 2. There was no sig- 
nifieant difference between the in- 
fected and control groups in the 
frequency of immediate reactions to 
the various antigens; the frequency 
was low in each case, except for 
mumps skin test antigen, to which - 
34% of the chronically infected sub--. 
jects, as opposed to 15% of the con- 
trols, reacted immediately (x? = 11.57; 
at 1 df this value is significant 
[P«.5]). The chronically infected 
group had less DH to each antigen 
than had the control group (except in | 
the case of coccidioidin, to which the 
same percentage of each group exhib- 
ited DH). The greatest difference in 
the two groups was in the reactivity 
to the contact allergen Rhus; the dif- > 
ference is significant (x°=14.04, .. 
P «.5) There was also a lower fre- 
quency of DH reactivity to mumps  - 
skin test antigen in-the chronically = 
infected; this difference is also signif- We 
icant 0010,78, P< 5). - : 

All intradermal and Rhus oleoresin 
patch tests were nonreactive. for two 
of the 38 chronically infected siens 
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=<. jects, while no instance of anergy was 
found in the controls. One of the 
anergie subjects exhibited an indura- 
tion of 6 mm in diameter to mumps 


^... Skin test antigen and an induration 
|| of 5 mm in diameter to SK-SD; the 
. . other anergie subject showed an indu- 
..- ration of 4 mm in diameter to mumps 


.8kin test. antigen and an induration 


2 of 8 mm in diameter to Candida anti- 


gen. 
‘COMMENT 


Hanifin et alè found that approxi- 
mately 50% (37 patients) of their 
chronic dermatophytosis patients who 
were nonreactive to - trichophytin 
were also atopic or had a family his- 
tory of atopy. Our findings were sim- 
ilar; nine of the 17 LAMC patients 
were atopic or had a family history of 
atopy. However, the percentage of 
chronically infected LAMC patients 
who were atopic themselves (29%) 
was less than the percentage of the 
group of volunteers previously re- 
ported by Jones et al who were both 
chronically infected and atopic (4096). 
Six of our 17 LAMC patients reported 
that immediate, blood-related mem- 
bers of the family had similar, chronic 
dermatophyte infections, but that 
their wives were not similarly in- 
fected. This suggests that genetic 
factors or sex or both may predispose 
one to dermatophytosis, but this does 
not rule out the possibility that ina- 
bility to reject dermatophyte infec- 
tion may be genetically determined. 
. Comparing the responses to the 
trichophytin skin tests of the LAMC 
patients and of the combined group 
of 21 infected volunteers in this study 
and another 14 infected volunteers 
previously reported by Jones et al,° 
the tests of 24% of the LAMC pa- 
tients manifested only DH, while the 
tests of 21% of the combined group of 
infected volunteers manifested only 
DH. However, there was no DH in 
45% of the infected volunteers’ tests, 
^ while 70% of the LAMC patients’ 
tests showed no DH. Also, immediate 


reactions were present in the tests of 


5995 of the infected volunteers, while 
immediate reactions were present in 
the tests of only 35% of the LAMC pa- 
tients. The LAMC patients were older 
(mean: age, 42 years) than the in- 
fected volunteers (mean age, 30.2 
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years) and had been infected for a 
longer period of time (mean duration, 
19 years) than the volunteers (mean 
duration, 15 years). Greater age and 
longer duration of infection, in com- 
bination or independently, may possi- 
bly contribute to the lower frequency 
of immediate trichophytin reactivity. 

The percentage of LAMC patients 
whose tests exhibited only DH to 
trichophytin (2496) is consistent with 
the findings of Jones et al’ and Hani- 
fin et al* and reinforces the hypothe- 
sis that susceptibility to chronie der- 
matophytosis is related to a lack of 
cutaneous DH to the infectious agent. 
It should be noted also that appar- 
ently neither the LAMC subjects nor 
the volunteers exhibited increased 
susceptibility to other infections com- 
monly encountered in patients with 
primary immunodeficiency. ^ 

The frequency of response to the 
other antigens, ie, PPD, SK-SD, coc- 
cidioidin, and eandidin, was similar in 
the 38 chronically infected subjects 
and in the 20 controls. Hanifin et al* 
reported that 21 of 37 patients with 
chronic dermatophyte infections who 
did not react to trichophytin did react 
to candidin, tuberculin, or mumps 
skin test antigen. Our more extensive 
study indicates that the responses to 
the Rhus oleoresin patch test and to 
mumps skin test antigen are de- 
pressed in chronically infected per- 
sons. This suggests that deficient cell- 
mediated responses to certain other 
antigens may coexist in patients with 
deficient CMI to trichophytin, but the 
absence of CMI to trichophytin is rel- 
atively specific. Patients with mu- 
cocutaneous candidiasis have been 
studied, and the immunologic defects 
present have varied from antigen- 
specific defects in CMI to broad- 
based, severe defects in CMI, and, to 
a lesser degree, to defects in humoral 
immunity.* 

Two (5%) of our 38 chronically in- 
fected subjects, but none of the 20 
controls, were anergic. Other stud- 
ies’ suggest that our 5% frequency 
of anergy in this study is either nor- 
mal or slightly high. 

We observed that two (trichophytin 
and Rhus) of the three antigens to 
which our chronic dermatophytosis 
patients showed deficient CMI re- 
sponses contact the individual by the 


cutaneous route. Also, in the chroni- 
cally infected subjects, the mumps 
sensitivity test was the only non- 
dermatophyte intradermal test to 
show a greater frequency of immedi- 


ate reactions than DH reactions 
(more than twice the percentage). 
Since we did not administer the 
mumps control solution, we do not 
know if both the decreased DH and 
the increased immediate  hyper- 
sensitivity were in response to" 
mumps skin test antigen specifical- 
ly. A similarly increased immedi- 
ate reaction and decreased DH to 
trichophytin were observed.’ 

From our data, it appears that the 
defect in CMI in patients with 
chronic dermatophytosis is relatively 
specific for trichophytin. However, 
the defect is not absolutely antigen- 
specific; two subjects were anergic. In 
spite of specifie defects in CMI in 
these patients, there is no evidence of 
increased susceptibility or morbidity 
from other infectious diseases. 


Informed consent was obtained from the vol- 
unteers for medical research after the nature of 
the procedures had been explained. 
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Xanthogranuloma in Adults 


Jose Rodriguez, MD, A. Bernard Ackerman, MD 


e Nine cases of cutaneous xantho- 
granuloma in adults are reported. These 
lesions were histologically indistinguish- 
able from the xanthogranulomas in in- 

*fants and children (juvenile xanthogranu- 
loma), and, like those in the young, 
they were not associated with abnormal- 
ities of serum lipids. Unlike juvenile xan- 
thogranuloma, however, in our small 
sample there was no concomitant involve- 
ment of the eye in adult xanthogranuloma. 

(Arch Dermatol 112:43-44, 1976) 


n 1954, Helwig and Hackney’ in- 
troduced the term "juvenile xan- 
thogranuloma" for that distinctive 
pathologic condition of the skin that 
had previously been known as nevo- 
xanthoendothelioma. The name juve- 
nile xanthogranuloma was chosen for 
this papulonodular lesion because it 
is composed predominantly of lipid- 


~~ filled histiocytes, is not a nevus, and, 





in their experience, is seen only in in- 
fants and children. We now report 
nine cases of xanthogranulomas that 
were histologically indistinguishable 
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from those described by Helwig and 
Hackney and many others?’ under 
the old name, but that developed in 
adults. Recognition of an adult form 
of xanthogranuloma was apparently 
first noted by Gartmann and Tritsch 
in 1963.* A summary of findings from 
cases noted by us appears in the 
Table. 


COMMENT 


Nine cases of cutaneous xantho- 
granulomas that appeared in adult- 
hood were seen at the Skin and Can- 
cer Unit of New York University in 
a 15-month period during 1973 and 
1974. These xanthogranulomas were 
histologically identieal to juvenile 
xanthogranuloma as described by 
Helwig and Hackney’ and others be- 
fore them. Throughout the dermis in 
each of our patients with xantho- 
granuloma, there was a well-cireum- 
scribed but dense, diffuse inflam- 
matory-cell infiltrate composed 
predominantly of foamy histiocytes 
(Fig 1) In addition to foamy his- 
tiocytes, there were varying numbers 
of characteristic multinucleated his- 


tiocytes, ie, Touton giant cells, with 


nuclei arranged in a ring that sepa- 
rated the foamy peripheral cytoplasm 
from the homogeneous, amphophilic 


Nine Adult Patients With Xanthogranuloma 


staining core (Fig 2). Eosinophils, 
plasma cells, and . neutrophils . Were: 
sparsely scattered throughout thé ins . 
filtrate. In lesions of. lon; g duration, > 
fibroblasts and fibrosis were ĉon- - 
spicuous. The overlying epidermis 








tended to'be thin. Perl stain failed*to. j 
reveal hemosiderin in any of the le- . 
sions, nor did the Hale colloidal iron _ 


stain demonstrate acid mucosaecha- - 


ride. Electron microscopic examina- 


tion of a typical papulonodular lesion 
from an adult with xanthogranuloma 
(patient 1) failed to disclose Langer- 
hans granules, which are commonly 
found in the histiocytosis X group of 
diseases.** 

Clinically, the xanthogranuloma of 
adulthood is a papulonodular lesion 
with a slightly yellowish, orange, or 
tan hue (Fig 3 and 4). Six of our nine 
patients had one lesion, one had two 
lesions, one had three lesions, and a 
most exceptional one had 26 lesions 
scattered on the face and scalp, in the 
axillae, and in the anogenital area. 
There seemed to be no definite sites 
of predilection for the adult-onset 
xanthogranuloma. The youngest of our 
adults at the time of appearance 
of xanthogranuloma was 24 years old 
and the oldest was 80. The duration of 
the lesions between onset and biopsy 
ranged from seven months to more 
than five years. In our small series, 
spontaneous resolution did not oceur. 

Serum triglyceride and cholesterol 
levels were measured in three adult 
patients with xanthogranulomas and 
were found to be normal, as they are 


. Case/ 


Age, yr/ No. of 
Sex Duration Lesions 

1/25/F 1 yr 26 

2/48/M 2 yr 3 


Face and scalp, genital 
region, axilla 


Left wrist, right shoulder, 
left side of chin 


Clinical 
Impression 


Xanthogranuloma 


Location 


Xanthomas 


Lipid and Other 
Laboratory Studies 


Cholesterol, phospholipids, try- 
glyceride levels, glucose toler- 
ance tests, and bone survey, all 
normal. Langerhans granules 

absent by electron microscopy 


Not done — 


3/43/F 5 yr Left temple Fibroma X. Not done i 


6/35/M 
7/33/M 3 yr 














8/55/M 1 yr 1 


9/24/M 


E Arch Dermatol—Vo! 112, Jan 1976 





Left index finger 
Right side of back 


Left antecubital fossa 


Right side of back 


Adnexal tumor 
Histiocytoma 





1 
4/50/F 2 yr 2 Left scapula Xanthoma Not done S 
5/80/F 1 yr 1 Left side of face Xanthomatous granuloma Not done E 
. 8/85/M —  &mo 1 Leffindexfinger — Adnexaltumor Not don ————————— 
1 





Xanthoma 






Nevus 
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Not done 
Cholesterol and. tryglyceride" e | 





. levels normal F 

Cholesterol and tryglyceride SE 
levels normal a 

Not done 








y "50$ Qa c M y 


e> 


Fig 1.—Xanthogranuloma is characterized histologically by dense 
diffuse infiltrate composed of histiocytes, some of which are 
foamy, and Touton giant cells (hematoxylin-eosin, original magni- 


fication x 8). 





Fig 3.—Well-circumscribed smooth-sur- 
faced nodule of adult xanthogranuloma 
(patient 1). 


in children with xanthogranulomas. 
Ophthalmologic examination failed to 
reveal any evidence of ocular involve- 
ment by xanthogranulomas in any of 
our patients. This finding contrasts 
with the occasional association be- 
tween xanthogranulomas in the skin 
- and in thé irides of children.'-*** Only 
three adults with biopsy-proven ocu- 
lar xanthogranuloma have been re- 
ported. in whom there have been no 
associated skin lesions.** Lesions of 
juvenile xanthogranuloma have been 


` 
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Fig 4.—Xanthogranuloma on scalp of 
same patient as in Fig 1. 


detected in other sites besides the 
skin and eyes, namely, the lungs,’ 
testes; and pericardium." Juvenile 
xanthogranuloma has been noted in 
association with neurofibromatosis" 
and Niemann-Pick disease.” 

We have here an instance com- 
parable to that of so-called benign 
juvenile melanoma, which, as its title 
indicates, was first thought to occur 
exclusively in the very young, but is 
now known to occur frequently in 
adults. The same seems to be true 
with xanthogranulomas. 

Subsequent to the formulation of 
our data, the Dermatopathology Labo- 





Fig 2.—Numerous Touton giant cells are found in adult as well as 
in juvenile xanthogranuloma (hematoxylin-eosin, original magni- 


ratory at New York University has 
observed eight additional cases of 
xanthogranuloma in adults. 


David Silvers, MD, performed the ultra- 
structural studies in patient 1. 
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Dermatitis Herpetiformis 


and Bullous Pemphigoid 


Intermediate and Mixed Forms 


Stefania Jablonska, MD; Tadeusz P. Chorzelski, MD; 
Ernst H. Beutner, PhD; Ewa Maciejowska, MD; Genowefa Rzesa, MD 


* Nine patients had clinical and histo- 
logical features suggestive of both derma- 
titis herpetiformis (DH) and bullous pem- 
phigoid (BP). Five patients responded to 
treatment with sulfapyridine or sulfones: 


| M in two the response was inconsistent, and 
- the disease was controlled by combined 


treatment with prednisone; in one patient, 
there was no response to sulfapyridine or 
sulfones. Immunofluorescence studies 
showed igA deposits in a linear homo- 
geneous pattern at the basement mem- 
brane zone in all patients, and IgG was 
present in five. No circulating anti-base- 
ment membrane antibodies were detected 
by repeated immunofluorescence exami- 
nations. The authors conclude that the 
occasional overlapping of BP and DH 
should not lead to dropping the dis- 
tinction between the two entities. For 
overlap cases that cannot be classified as 
BP or DH, the term "intermediate or 
mixed form of DH and BP" seems to be 
most suitable. 
(Arch Dermatol 112:45-48, 1976) 


D introduced theterm "derm- 
atitis herpetiformis" and men- 
tioned its bullous variety. Broeq de- 
scribed a bullous disease, "dermatite 
polymorphe douleureuse," as a vari- 
ant of dermatitis herpetiformis (DH). 
Since that time, there has been confu- 
sion concerning the diagnostic crite- 
ria, nomenclature, and classification 
of this entity. This is due to vari- 
ations in the clinical and histological 
features and in the course of the con- 
ditions classified as Duhring disease. 
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The diagnostie classification of bul- 
lous pemphigoid (BP) by Lever'? and 
by Rook and Waddington? was crit- 
icized by many clinicians who had 
observed transitions and borderline 
cases and believed that separation of 
the two diseases was not fully justi- 
fied. 

Clinieal differences in typical cases 
of DH and BP are evident. In DH, 
characteristic polymorphous papulo- 
vesicular lesions, chiefly localized on 
the buttocks, elbows, knees, back, and 
head, are present. In BP, large, tense, 
sometimes hemorrhagic bullae can be 
present in any location. Bullous pem- 
phigoid usually occurs in an older age 
group, and pruritus, if present, is less 
severe than in DH, in which a burn- 
ing sensation is also a characteris- 
tic feature. Dermatitis herpetiformis 
and bullous pemphigoid also differ 
considerably in histological features. 
In DH, polymorphonuclear microab- 
scesses in dermal papillae around the 
bullae are highly characteristic.’ In 
BP there are subepidermal bullae ei- 
ther with or without inflammatory in- 
filtrates. 

The dramatic response to sulfapyri- 
dine or sulfones in DH and the lack of 
response in BP" is also considered to 
be a feature distinguishing these two 
conditions. 

The distinction between BP and 
DH is further strengthened by differ- 
ences in immunofluorescence find- 
ings. In DH, the characteristic immu- 
nopathological findings are deposits 
of granular IgA in the dermal pa- 
pillae surrounding skin lesions with- 
out circulating antibodies." In the 
vast majority of cases of BP, IgG and 
complement are bound in vivo at the 
dermal epidermal junction." An 
additional criterion for differ- 
entiation of DH from BP is involve- 
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ment.of jejunal mucosa in DH." ~ 
Thus, detailed analysis usually makes - | 
it possible to PSU, cases as: either’: 
BP or DH. | p 

In spite of these.elear differences _ 
between DH and BP, there are cases - 
of DH with occasional. large bullae 
and cases of BP with polymorphous, E 
mainly erythematous, lesions in addi- F 





tion to bullae. The histological signs, 


although very important, also are not 
always diagnostic, since eyen in typi- - | 


cal cases of BP, there may be miero- . 


abscesses in the dermal papillae in er- - 
ythematous lesions. The same is 
true of the response to sulfapyridine, 
which usually is a highly character- 
istic feature of DH. Occasionally, BP 


or even pemphigus may respond to 


sulfonamides.*??* 

Honeyman et al* described. five pa- 
tients with the clinical, histological, 
and immunofluorescence findings of 
DH and BP simultaneously. These au- 
thors raised the very important point 
of the relation between the two dis- 
eases. Earlier, Thivolet et al?" 
stressed the possibility of transition 
from DH to BP and of an overlap of 
both conditions. This possibility 
prompted these authors to regard BP 
and DH as the bullous and the her- 
petiform varieties, respectively, of 
the Duhring-Broeq syndrome in ac- 
cordance with the classical views of 
the French school. 

This paper presents immunopatho- 
logical studies in cases showing the 
clinical and histological character- 
istics of both DH and BP. 


SUBJECTS AND METHODS 


Nine cases of DH with features of BP, 
diagnosed according to previously men- 
tioned criteria, were observed and followed 
for several months to several years. 

All nine cases were thoroughly studied. 
Tests for malabsorption and biopsy of 
jejunal mucosa were performed in some 


patients. Skin biopsy specimens for all 2 


cases were processed for standard hema- 
toxylin-eosin staining. The clinical and his- 
tological data are listed in the Table. 


Immunofluorescence Studies 


Direct and indirect immunofluorescence © 








studies were performed according to th 
technique previously described by Beutné 
et al* The biopsy specimens were ta 
from seemingly uninv olved skin at ti 
riphery of the lesions. tw 
The following conjugates were 
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+ , 
E Intermediate Forms of DH and BP* 
Histological Features Direct Immuno- 
. fluorescence 
Clinical Features  Microabscesses Subepidermal Studies§ 
Case No./. Durationof  , ———— ^ —————À in Dermal Bullae with No Response to , —————— 
Age/Sex _ Disease, yrs DH BP Papillae (DH) Microabscesses (BP) Jejunal Biopsy Sulfapyridine IgG IgA 
1/68/F "mc + + T E Slight flatten- + — T 
ing of villi + 
2/65/F WE ct T T + No flattening of + = +++ 
| mucosa inflam- 
matory cells 
3/67/F 5 T T + — Negative + +/= —{+/++ 
4/63/F 10 + T T + Grade II flatten- T = TETT 
ing of mucosa * 
5/60/M 1 T + Not diagnostic ND + -— aj- 
6/83/F 8 -— = = = ND + ++ —— 
7/57/M e 19 T T T + ND ci "T TIT 
S/52]M ..  . 1 = - = = ND +f ++ + 
9/74/M 2 + + + $ ND EN | "n 

* Plus (--) and minus (—) indicate that features were present or absent in all columns except "direct immunofluorescence studies." ND 
indicates not done. 

t Inconsistent response; lesions were controlled by combined treatment with prednisone. 

t Increasing dosage has recently been required to control disease. 

8 Findings for direct immunofluorescence studies of skin biopsy specimens are reported as follows: + indicates positive findings, —, nega- 
tive findings; ++, +++, and ++++ indicate intensity of specific fluorescence; variation of fluorescence within sections of specimen are 
indicated by more than one value. Two specimens were tested in case 9. 

Á 

Ge 
Fig 1.—Case 1, Left, Herpetiform type of lesions. Right, Large, tense bullae on seemingly unchanged skin. 
goat y-globulin anti-human IgA, 2 All the patients were elderly. Five antibodies were found. The immu- 
units/1% protein/ml, 10.2 mg protein/ml, ^ patients responded dramatically to ^ nofluorescence pattern, studied re- 
ni aera oF i Ey ONT ratio of ^ su]fapyridine or sulfones. In two peatedly, remained unchanged for up 

9, dilution for use, .25 unit/ml; goat Y" ^ cases, the reaction was inconsistent, to three years. IgA was regularly the 
globulin anti-human IgG, 8 units/1% pro- . 4 i 

: s and the lesions were controlled by dominant component except in case 8, 
tein/ml, 11 mg: protein/ml, 2.8 mg anti- : 7 : i j 
body/ml, F:P molar ratio of 5.0, dilution combined treatment with prednisone. ^ in which IgG fluorescence was equally 
for use, .125 unit/ml; goat y-globulin anti- In one case (no. 9) there was no re- or more intense in some specimens, 
human IgM, 8 units/1% protein/ml, 81mg sponse to sulfapyridine, and the pa- and in case 9, in which IgG was the 
protein/ml, F:P molar ratio of 2.6, dilution tient's condition was controlled by only component found on first exami- 
for use, 1 unit/ml. small doses of 15 to 30 mg prednisone nation. 

*v on alternate days. 
.: RESULTS y COMMENT 
E S. All cases showed a continuous 1m- 

The Table shows the results of im- ^ munofluorescence pattern. In four In cases 1 through 5, relapses re- 
munofluorescence studies of nine cases, the deposits were exclusive- sembled BP clinically, although le- 
cases that had the clinical (Fig 1) and ly IgA (Fig 4), and in five cases sions characteristic of DH were also 
histological (Fig 2 and 3) features of there was IgG as well (Fig 5). No present and the histological picture 
both DH and BP. circulating anti-basement membrane showed features of both diseases. Fol- 

= 
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fluorescence 
Studies Remarks 
1x 
5 X Relapse after iodine test 


Fistula ani 


Hypertrophy of prostata, 
neoplasia suspected 








low-up studies of from one to ten 
years showed consistent response to 
sulfapyridine or sulfones. Immuno- 
pathological investigations demon- 
strated IgA in linear arrangement as 
the only component or with admix- 
ture of IgG. In three cases, jejunal 
biopsy specimens were abnormal, and 
in one case there was grade II flat- 
tening of villi. 

In case 7, in which the patient had 
intermittent tense bullae of the BP 
type, the response to sulfapyridine, 
which was excellent for several years, 
has recently diminished. 

In two cases (no. 6 and 8) the re- 
sponse to sulfapyridine was inconsist- 
ent, and the disease was controlled by 
combined treatment with sulfapyri- 
dine and small doses of prednisone. 
Case 6, an 83-year-old patient with 
predominant symptoms of BP, addi- 
tionally had characteristic lesions and 
the typical histological features of 
DH. She was treated for six years 
with sulfapyridine. In the last two 
years, this treatment has failed, mak- 
ing the use of steroids necessary. The 
continuous IgA and IgG deposits of 
similar intensity suggested BP with- 
out cireulating antibodies. The ad- 
vanced age of the patient also sup- 
ported this. 

The clinician, inclined to diagnose 
BP on the basis of the clinical find- 
ings and a random biopsy specimen 
(Fig 5), could consider his presump- 
tive diagnosis confirmed if he per- 
formed immunofluorescence studies 
with the anti-IgG conjugate only. On 
the other hand, if he noted micro- 
abscesses histologically, in addition to 
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fication x 180). 


Fig 2.—Histological features of BP type, 
case 2 (hematoxylin-eosin, original magni- 
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Fig 3.—Histological features of DH type 
with characteristic microabscesses in der- 
mal papillae, case 3 (hematoxylin-eosin, 
original magnification 180). 





Fig 4.—Linear IgA deposits along basement membrane zone, case 4. 





Fig 5.—Case 6, Left, Linear IgA deposits along basement membrane zone. Right, Linear 
IgG deposits along basement membrane zone. 22k 
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anti-IgA conjugate. 
In case 8, línear fluorescence at the 
. dermoepidermal border was more in- 


- . tense with anti-IgG conjugate. At 
first, immunofluorescence studies for 
.' ease 9 showed that the continuous im- 





mune deposits were only of IgG type, 
. but later they were found to be com- 


these patients a malignant neoplasm 
was suspected but not confirmed. Pa- 
tient 8 was controlled only with very 
large doses of sulfapyridine, and the 
response was inconsistent. Patient 9 
did not respond to this treatment at 
all. Interestingly, in both cases micro- 
abscesses typical of DH have been 
found, whereas the clinical features 
of BP were prevalent. 

It should be stressed that overlap of 
DH and BP was seen exclusively in 
cases with a continuous fluorescence 
pattern. The same immunofluores- 
cence pattern was, however, seen also 
in seven of 54 cases of typical DH 
without features of BP. The impor- 
tance of this is not clear. Some au- 
thors do not regard it as unusual if 
the linear immune deposits at the 
basement membrane zone are com- 
posed exclusively of IgA,'^*** but, ac- 
cording to others," cases of this type 
should be regarded as miscellaneous, 
or even atypical, BP. 

We have not, as yet, seen anti-base- 
ment membrane antibodies in the in- 
termediate forms as described by 
Honeyman et al. The problem raised 
in their interesting report of a pos- 
sible overlap of DH and BP seems to 
be of practieal importance. In general 
the immunofluorescence studies re- 
ported by these authors were rath- 
er characteristic of BP. In one case 
there were initially no detectable 
antibodies; in another, the immuno- 
pathologieal findings showed homo- 
geneous IgA deposits and comple- 
ment along the basement membrane 
and with repeated examinations 
showed circulating anti-basement 
membrane, zone antibodies and IgG, 
IgM, and IgA deposits with comple- 
ment at the dermoepidermal junction. 
The root of these confusing results 
seem to lie in the. clinical diagnosis. 
Differentiation between DH and BP 
may be difficult, and the clinical crite- 
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Es a good response to sulfapyridine, he 
.. could diagnose DH, confirmed by im- 
munofluorescence studies with the 





ria are the least precise. For instance, 7 


in the report by Honeyman et al, the 
clinical criteria for the differ- 
entiation of BP are: monomorphism 
of lesions, a normal or dusky erythe- 
matous base, absence of grouping and 
residual pigmentation, and infre- 
quency of itching. There is little 
doubt, however, that even in BP con- 
firmed by immunofluorescence studies 
with absence of a response to sul- 
fapyridine and a negative jejunal 
biopsy specimen, the lesions can often 
be polymorphic with an extensive er- 
ythematous base and severe itching. 
On the other hand, in some patients 
with classic DH, large bullae may oc- 
cur in relapses. The response to sul- 
fapyridine also cannot be regarded as 
a decisive diagnostic criterion, be- 
cause some BP cases may also re- 
spond” while in DH the response may 
be inconsistent. Jejunal changes, al- 
though very characteristic for DH, 
are not detectable in all cases.” 

Immunofluorescence studies are of 
basic diagnostic importance but when 
a continuous fluorescence pattern is 
present, especially if IgG or IgM is 
present in addition to prevailing IgA, 
distinction from BP without circu- 
lating anti-basement membrane anti- 
bodies may be difficult, or even impos- 
sible. 

Thus, while DH and BP are in most 
cases distinct, intermediate or over- 
lap cases do occur. 


These studies were supported by grant 
09.32.10 from the Polish Academy of Sciences 
and by Public Health Service grant AM 10537. 
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P * Three cases of hereditary hemor- 
 rhagic telangiectasia (HHT) with cerebro- 
vascular malformation are presented. 


b : Previous reports of HHT have given little 


attention to its association with cerebro- 
vascular malformation, despite frequent 
neurological symptoms in patients with 
HHT. Eleven other cases of HHT with neu- 
ropathologic or radiographic evidence of 
cerebrovascular malformation have been 
reported in the literature. We think that 
this association may be more frequent 
than previously suspected. The subtlety of 
the symptoms in HHT is stressed, and it 
is suggested that patients with cerebro- 
vascular malformation be examined care- 
fully for HHT, and vice versa. 
(Arch Dermatol 112:49-52, 1976) 





LT ereditary hemorrhagic telangiec- 
4 tasia (HHT), or Rendu-Osler- 


eie Weber disease, is an autosomally 


dominant inherited disorder, charac- 
terized clinically by telangiectasia of 
the skin, mucous membranes, and vis- 
cera and associated with recurrent 
hemorrhage. 

The disease was first reported in 
Se ats et MA ee oo a 
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. Hereditary Hemorrhagic Telangiectasia 
With Cerebrovascular Malformations 


(MAJ Jack D. Waller, MC, USA; LTC Joseph H. Greenberg, MC, USA: 
^os LTC Charles W. Lewis, MC, USA 


1865 by Babington, who described 
à family with recurrent epistaxis. In 
1876, Legg? described familial tel- 
angiectasia. Rendu’ first described 
the association of multiple telangiec- 
tases and epistaxis in 1896. In 1901, 
Osler's classic paper* established 
HHT as a syndrome by separating 
this entity from the confusing array 
of hemorrhagic disorders. Parkes- 
Weber's later work, in 1924, further 
delineated the clinical spectrum of 
HHT, which may range from familial 
epistaxis to the entire gamut of signs 
and symptoms.* 

In 1938, Rodes stressed the associa- 
tion of HHT with pulmonary arterio- 
venous (A-V) fistulas, and a new as- 
pect was added to this disorder of 
vascular abnormalities Since that 
time, investigators have estimated 
that as many as 50% of all pulmonary 
A-V fistulas are associated with 
HHT.' A variety of vascular malfor- 
mations in the liver, aorta, retina, 
Splenie artery, and hepatic arteries, 
as well as in other visceral and intra- 
abdominal vessels, have also been re- 
ported in cases of HHT.* However, 
cerebrovascular malformations have 
rarely been reported in patients with 
HHT. 

It is the purpose of this report to 
review briefly the literature regard- 
ing verified cerebrovascular malfor- 





mation in HHT and to add three new 
eases with radiographically demon- 
strable A-V fistulas. Also, we shall 
emphasize the probability that cere- 
bral A-V malformation in HHT is 
more common than a previous author 
has suggested" and shall stress the 
need for recognition of the more 
subtle stigmas of HHT. j 


REPORT OF CASES 


CASE 1.—A 12-year-old girl was exam- 
ined in March 1971 in the Dermatology 
Clinic, Brooke Army Medical Center, be- 
cause of “red spots” on the arms, lips, and 
tongue. These were first noted at the age 
of 3 or 4 years, but they had recently be- 
come “more noticeable." The patient's fa- 
ther had similar lesions, and a history of 
frequent epistaxis was reported by both 
the patient and her father. À diagnosis of 
HHT was made. No other members of the 
family were known to have a history of 
bleeding or telangiectases, 

The patient's history showed that her 
condition had been thoroughly assessed 
when she was 4 years old because of a - 
heart murmur and a high cardiac output, 
but no definitive diagnosis had been made. - 
In the previous five years, she had com- 
plained of intermittent, throbbing head- 
aches in the right frontal region; she ob- 
tained relief from these headaches with ~ 
rest and the use of analgesies. "- 

Physical examination disclosed a grade 


2/6 systolic ejection murmur along th 
middle and upper areas of the left ste1 
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border; a high-pitched, continuous bruit 
was present in the anterior triangles of the 
neck, in the temporal areas, and on the 
vertex of the head. Several well-circum- 
scribed telangiectatie mats, 2 to 3 mm in 
diameter, were scattered over both arms, 
and punctiform angiomas were present on 
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Fig 4.—Tel 
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the tongue and lips. Diascopy did not pro- 
duce blanching of all these lesions. Find- 
ings from the remainder of the physical 
examination were normal. 

Results of routine laboratory studies 
were within normal limits, as were hema- 
tologic studies, including bleeding time, 





Fig 2.—Numerous punctate telangiectases (arrows) on lips and 
tongue (case 2). 


Fig 3.—A-V fistula in right frontal lobe area (case 2). 


angiectases (arrows) on lips (case 3). 


clotting time, and platelet count. A chest x- 
ray film showed gross biventricular cardio- 
megaly, but normal lungs. A skull film 
series showed enlargement of the right 
middle sulcus arteriosus, terminating in a 
cluster of vascular markings. An electroen- 
cephalogram indicated no focal abnormal- 
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Case/ 
Age, yr/ Sex Authors 
1/212 mo/F Snyder and Doan’é 


1944 








Documented Cerebral A-V Malformation in Hereditary Hemorrhagic Telangiectasia 


Type and Location 
of Malformation 


Telangiectases on floor of fourth ventricle 





Dilated capillaries and veins in right frontal 


lobe 


Telangiectases on floor of fourth ventricle 
Telangiectases (microscopical) on meninges 
Telangiectases throughout the white matter 
Telangiectases throughout brain and pia mater 


Vascular malformations filling from left su- 


perior cerebellar artery 


Gross A-V malformation in left cerebral hemi- 


sphere 


A-V malformation in right caudate nucleus 
Capillary angioma in left caudate nucleus 


Multiple venous angiomas in left side of cere- 


brum 


A-V malformation in right side of cerebrum 


Angiography 
Angiography 


Angiography 








Neurological 


Mode of . 
Documentation Signs or Symptoms 
Autopsy None 
Autopsy . None 
Autopsy Left hemiplegia 
Autopsy Coma, bilateral 
Babinski's sign 
Autopsy None 
Autopsy Coma 


Giddiness, fainting 
attacks, ataxia 
Right hemiparesis 


- Headache and 


and surgery seizure 
Angiography Seizure , 
and autopsy l - 
Angiography, sur- Seizure 
gery, and autopsy 
Angiography Headache 


(case 1) | 3 | 
13/19/M Present study Angiography Headache 


2/54/F Ytrehus? 
1948 
3/80/M Brinkmann! 
1950 
4/61/M Courville? 
1957 
|. 5/68/M Bird and Jaques?? 
1959 
6/56/M Zelman?? 
1962 
7/56/M Sochocky?! 
1962 
.. 8/21/F BoczkoM 
| 1964 
: 9/?/F Chandler? 
1965 
10/17/M Quickel and Whaley22 
1967 
11/45/M Reagan and Bloom2 
1971 
12/12/F Present study 
(case 2) 
14/23/M Present study 
(case 3) 


ity. A brain scan showed rapid and intense 
accumulation of isotope in the distribution 
of the right middle cerebral artery. A cere- 
bral arteriogram showed a large A-V fis- 
tula, fed by the right middle cerebral 
artery (Fig 1). Immediate surgical inter- 
vention was not warranted because of the 
relatively asymptomatic nature of the 
ease. The patient is currently asympto- 
matic. 

Cask 2.—A 19-year-old man was exam- 
ined in February 1972 for a complaint 
of “dry skin.” Cutaneous examination 
showed generalized xerosis with slight 
scaling. In addition, scattered punctate 
telangiectases were noted on the forearms, 
lips, and tongue (Fig 2). Diascopy did not 
produce blanching of all these lesions. The 
telangiectasia had been present for at 
least five years, according to the patient, 
and the telangiectases had become more 
numerous in recent months. The patient 
had a history of recurrent epistaxis, which 
on two occasions had been severe enough 
to warrant emergency room care for he- 
mostasia. A history from the patient’s fa- 
ther was not available. The patient’s 
mother was asymptomatic, and no tel- 
angiectasia was noted on examination. Her 
family history was also negative for hem- 


. . orrhagic disorders. 


—. The patient's history showed that A-V 
.. malformations in the right frontal and 
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A-V malformation in right frontal and right pa- 


rietal lobes 


A-V malformation in right side of paracentral 


lobule 


right parietal lobes were detected in 1971 
when he had been examined for severe 
headaches in the frontal area (Fig 3). At 
that time, findings from a physical exami- 
nation, including a thorough neurological 
assessment, were normal, with the excep- 
tion of a continuous bruit over the right 
carotid artery and over the right fronto- 
parietal area. Results of routine laboratory 
studies, including prothrombin time, bleed- 
ing time, and clotting time, were within 
normal limits. An electroencephalogram 
showed no abnormality. 

The A-V malformation in the right fron- 
tal lobe was resected on March 10, 1971. 
The A-V malformation in the right pari- 
etal lobe was unamenable to surgery. The 
patient continued to have headaches in the 
frontal area following the craniotomy and 
was readmitted to the hospital in Decem- 
ber 1971 for further cerebral angiography. 
The A-V malformation in the right pari- 
etal lobe was unchanged, and the patient 
was discharged on a regimen of analgesics. 
He continues to develop new telangiec- 
tases. 

Case 3.—À 23-year-old man was seen by 
one of us (J.H.G.) at Madigan General 
Hospital, Tacoma, Wash, on June 8, 1970. 
The patient had been in good health until 
May 1969, when he suffered a concussion. 
Ten days after the concussion, he experi- 
enced a focal epileptic motor seizure, be- 


Angiography 


Seizure 


ginning in the fourth and fifth digits of the 
left hand. Following that, the patient expe- 
rienced many focal epileptic motor seizures 
and five grand mal epileptic seizures, 

He had been well previously; he had not 
had black stools, epistaxis, or other bleed- 
ing problems. The patient's father, how- 
ever, had red spots on his lips and frequent 
epistaxis. The patient's sister had frequent 
epistaxis, but the patient did not know if 
she had spots on her lips. One brother was 
thought to be in good health. 

Findings from the physical examination 
were normal, except for punctate telan- 
giectases on the lips and tongue (Fig 4); an 
intracranial bruit, loudest over the right 
eye; and deep tendon reflexes that were 
more active on the left side of the body 
than on the right. Results of routine labo- 
ratory studies were within normal limits. 
Àn arteriogram of the right carotid artery 
showed an A-V malformation in the region 
of the central suleus and the paracentral 
lobule of the right cerebral hemisphere. 
The patient was given a medieal discharge 
from the army because of a diagnosis of 
HHT with cerebral A-V malformation; he 
has not been available for follow-up. 


REVIEW OF THE LITERATURE. ` 


In 1950, Garland and Anning” rè- 
viewed the literature, citing 1,451 re- 
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ported cases of HHT. This review, 
combined with the plethora of more 


E .. recent case reports and family stud- 
= jes, indicates that HHT is not as rare 


^as was believed previously. These re- 
ports further indicate that neurolog- 
. ical symptoms referable to the central 
. nervous system are frequent in HHT. 
A study of 91 patients by Hodgson et 





"al" showed that: 11 patients (12%) had 


^ such neurological symptoms. Actual 
.. peuropathologie or radiographic evi- 
dence of cerebrovascular malforma- 
tion, however, is rare, and leading 
. textbooks dealing with. neuroradiol- 
ogy’? and cerebrovascular disorders" 
do not mention HHT as a cause of 


^^. cerebrovascular disorders. In 1964, 
— . Boezko'* reported a case of radio- 


graphically demonstrable cerebro- 
^" vaseular malformation associated 
with HHT. In a thorough review of 
neurologically symptomatic cases, 
Boezko found only eight other cases 
that had been neuropathologieally as- 
sessed; in six of these cases, cerebro- 
vascular malformation was present. 

It is well known that pulmonary A- 
V fistulas commonly associated with 
HHT may cause neurological symp- 
toms in patients with HHT.“ How- 
ever, unless the central nervous sys- 
tem is free of lesions in cases of HHT 
with pulmonary A-V fistulas, one can 
only speculate as to the true mecha- 
nism of the neurological symptoms in 
those cases. 

Of the 14 (15.4%) patients with 


1. Babington BG: Hereditary epistaxis. Lan- 
cet 2:362, 1865. 

2. Legg JW: A case of haemophilia compli- 
cated with multiple naevi. Lancet 2:865, 1876. 

3. Rendu H: Epistaxis répétées chez un sujet 
porteur de petits angiomes cutanés et muqueux. 
Bull Soe Med Hop Paris 13:731-733, 1896. 

4. Osler W: On a family form of recurring 
epistaxis, associated with multiple telangiec- 
tases of the skin and mucous membranes. Bull 
Johns Hopkins Hosp 12:383-337, 1901. 

5. Parkes-Weber F: Developmental telangi- 
ectatic haemorrhage and so-called "Telangi- 
. ectasia"—familial and non-familial. Br J Child 

Dis 21:198, 1924. 

6. Rodes CB: Cavernous hemangiomas of lung 
with secondary polycythemia. JAMA 110:1914- 
1915, 1938. | 

7. Chandler D: Pulmonary and cerebral arte- 
riovenous fistula with Osler's disease. Arch In- 
tern Med 116:277-282, 1965. 
8. Trell E, Johansson BW, Linell F, et al: Fa- 
. * milial pulmonary hypertension and multiple ab- 
" normalities of large systemic arteries in Osler's 
disease. Am J Med 53:50-63, 1972. 

9. Courville CB: Encephalic lesions in heredi- 
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pulmonary A-V fistulas in the study 
by Hodgson et al," none are included 
in the previously noted 12% of the 
patients with neurological symptoms. 
This leads to speculation that the fre- 
quency of cerebral A-V malformation 
in HHT might approach the fre- 
quency of pulmonary A-V fistula in 
this disorder. 

In our search of the literature, we 
have been able to find 11 radio- 
graphically or neuropathologically 
proved cerebrovascular malforma- 
tions associated with cases of HHT; 
we have added three cases of our own. 
All 14 cases are summarized in the 
Table. Only two of these cases (cases 
7 and 9) had associated pulmonary A- 
V fistulas. The number of cases noted 
in the Table, and the possibility 
that other neurologically sympto- 
matic cases have had undisclosed 
cerebrovaseular malformations, indi- 
cates that this association should be 
given more consideration. 


COMMENT 


The cutaneous stigmas of HHT 
have been thoroughly described in the 
medieal literature. Several points, 
however, should be reemphasized. The 
typical lesion of HHT is a punctate, 
well-marginated lesion, usually flat 
and appearing as a red dot (Fig 2). It 
may, however, be elevated and appear 
as the so-called pinhead angioma. 
These lesions are usually found on the 
lips, tongue, nasal mucosa, palms, and 
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This is occasionally helpful in differ- 
entiating a vascular spider, which 
does fade, from the angioma of HHT, 
which may not. It is of considerable 
help in visualizing early lip lesions to 
stretch the mucous membrane of the 
lip between the thumb and first fin- 
ger as shown in Fig 2. If any angio- 
matous lesion is noted in these areas, 
further assessment should be carried 
out. It is important to remember that 
the characteristic lesions may not ap- 
pear in substantial numbers until the 
third decade of the patient’s life. This 
further contributes to the difficulty in 
making the diagnosis of HHT and 
makes the need for thorough cutane- 
ous examination greater in young 
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age group because, as Bean" states, 
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observed. 
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TE The Safety of Long-Term 


Clindamycin Therapy for Acne 


Paul I. Dantzig, MD 


€ Sixty patients with severe pustular 
and cystic acne were treated for pro- 
longed periods with clindamycin (150 mg 
to 300 mg daily). The average duration of 
therapy was five months, with 18 patients 
being treated for more than six months. 
Only two (3.4%) patients developed mild 
diarrhea, which was rapidly reversible on 
discontinuance of the drug. No other ad- 


-verse reactions were observed. These 
. data suggest that long-term, low-dose 


clindamycin therapy may be safe for se- 
vere pustular or cystic acne. 
(Arch Dermatol 112:53-54, 1976) 


ince 1950, orally administered 
tetracycline in a daily dose of 250 

mg to 1 gm has become the antibiotic 
of choice for severe pustular or cystic 
acne’: Therapy often extends over 


= many months, and long-term tetracy- 
cline therapy has been shown to be 


safe, with few side-effects. The main 
disadvantages of tetracycline therapy 


include the occasional lack of re- 
— "sponse, inadequate intestinal absorp- 
-tion in the presence of calcium or sim- 


ilar metal ions, nausea, overgrowth of 
monilia (especially in the vagina), 
Gram-negative folliculitis of the face, 
and, rarely, diarrhea or photosensitiv- 
ity. As alternatives to tetracycline 
therapy, erythromycin, doxycycline, 
lincomycin, penicillin, and cephalo- 
sporins have been tried with varying 
degrees of success.7* Clindamycin, 
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the 7(S)-chloro substitution on the 
7(R)-hydroxyl group of lincomycin, 
has shown great promise in the treat- 
ment of acne. Many dermatologists 
consider it to be the best alternative 
to tetracycline, and some even con- 
sider it the antibiotic of choice of se- 
vere inflammatory acne.^*" 

However, several recent articles 
have described severe gastrointesti- 
nal reactions and fatalities that were 
caused by clindamycin." A prospec- 
tive study showed that diarrhea may 
occur in 21% of patients, and pseudo- 
membranous enterocolitis may oceur 
in 10% of patients who receive the 
drug.' The enterocolitis is more com- 
mon with oral therapy and is not 
dose-related. Because of the severe 
gastrointestinal side-effects that may 
accompany clindamycin therapy, and 
the lack of studies on prolonged ad- 
ministration of the antibiotic, treat- 
ment of inflammatory acne can carry 
à definite risk. I therefore decided to 
conduet a prospective study on the 
safety of long-term, low-dose clin- 
damycin therapy for severe in- 
flammatory acne. 


PATIENTS AND METHODS 


The study was conducted between Sep- 
tember 1973 and January 1975. Patients 
were selected for therapy with clindamy- 
cin if they met the following criteria: (1) 
they had severe pustular or cystic acne 
(grades III and IV, Pillsbury'*); (2) they 
gave no history of colitis, irritated bowel, 
bloody stools, melena, peptic ulcer, hemate- 
mesis, food or drug allergies, or unusual 
diets; (3) they had either no previous anti- 
biotie therapy for acne or had previous 
treatment with tetracycline or erythromy- 





cin with no improvement; and (4) they 
were taking no other antibiotics during the 
course of therapy with clindamycin. All pa- 
tients were fully informed about the po- 
tential benefits and adverse reactions of 
the medication and informed consent was 
obtained. All patients were seen at four to 
six week intervals, and: were questioned 
about changes in bowel habits, including 
the development of loose stools, diarrhea, 
bloody stools, melena, cramps, fever, and 
weight loss. There were 13 men and 47 
women, and their ages ranged from 16 tc | 
34 years. All patients began taking 150 mg 
of clindamycin twice a day, with the dos- 
age reduced to 150 mg daily in some pa- 
tients after adequate control of the disease 
was obtained. Adequate control of the dis- 
ease was defined as a 75% or greater de- 
crease in the number of new pustular and 
cystic lesions. Topical therapy in the form 
of abrasive soaps, benzoyl peroxide lotions, 
sulfur lotions, and retinoic acid was used 
concomitantly in 50 (83%) patients. Thirty- 
five (57%) of 60 patients had previous ther- 
apy with tetracycline or erythromycin. Ten 
patients were receiving birth control pills 
while taking clindamycin. Diarrhea was 
defined as four or more loose stools per 
day. "n 

RESULTS 

Of the 60 patients who were 
treated with clindamyein for acne, 58 
(96.6%) finished their course of treat- 
ment with no adverse reactions. 

The durations of therapy for the 
patients are as follows: less than two 
months, two patients; two to three 
months, 31; four to five months, nine; 


six to seven months, three; eight to — .. 


nine, five; ten to eleven, three; and. 
more than 12 months, seven patients 
The median duration of therapy wa 
3.8 months, and the median total. dos 
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Was. ET gm. : Eighteen patients re- 
ceived-clinddmycin for longer than 
Six months, and 16 patients received 
zae more than 50 gm. 
^ "The total dosages of dndn 
.. for the 60 patients are as follows: less 
- than 15 gm, two patients; 15 to 20 gm, 
< 24; 21 to 40 gm, 15; 41 to 60 gm, seven; 
and more than 60 gm, 12 patients. 
"The range of dosage was 5 to 144 gm. 
There were no hypersensitivity re- 
actions, “photosensitivity reactions, 
eases of moniliasis, or nausea caused 
by clindamycin. Two (3.4%) patients 
.. developed diarrhea while taking clin- 
^^ damycin. One was a 27-year-old man 
= who developed diarrhea (four loose 
<>. stools per day) after one month of 
o therapy. The other patient, a Zl-year- 
 .. old woman, had diarrhea (six loose 
LEE stools per day) after only one week of 
.. treatment. Both patients were taking 
150 mg of clindamycin twice a day, 
and neither complained of blood in 
their stools. In each ease, the diarrhea 
ceased 24 to 48 hours after discon- 
tinuing the drug. No other treatment 
was necessary. Neither patient un- 
derwent proctoscopic examination. 


COMMENT 


Clindamycin has been demonstrated 
to be effective in acne and to decrease 
the percentage of surface lipid free 
fatty acids, the suspected inciting 
agents in the inflammatory phase of 
the disease.'^'"' The drug has become 
increasingly popular in the treatment 
of acne for the following reasons: (1) 
propionobacterium acnes, a Gram- 
positive anaerobic rod, is susceptible 
to it; (2) it achieves high levels in se- 
- baceous secretions; (8) it is given only 
twice a day (as opposed to three or 
four times a day for tetracycline); (4) 
intestinal absorption is almost com- 
plete even in the presence of calcium 
or similar metal ions; and (5) some pa- 
. tients respond only to this antibiotic. 

Disadvantages in the use of clin- 
damycin include cost (the average 
price is about 30 cents per eapsule) 
and the possibility of severe diarrhea 
- and pseudomembranous enterocolitis. 
< Two patients who were being treated 
ith clindamycin for acne have been 
























^umé ihbranous colitis. '* One was a 17- 
1 bee ae Oi woman who had been taking 
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sorted to have developed pseudo- 


clindamycin for three weeks, and the 
other was a 39-year-old woman who 
had been taking it for only three 
days. In each case, there was no 
underlying disease and the clinical 
syndrome of colitis was difficult to 
eontrol until treatment with cortico- 
steroids was instituted. One note of 
caution is that severe acne is not spe- 
cifically listed in the package insert as 
an indication for clindamycin ther- 
apy. 

Clindamycin-associated colitis is 
characterized by severe diarrhea, 
which may be accompanied by blood, 
mucus, cramps, and fever. Procto- 
scopically, edema and erythema with 
or without pseudomembranes are 
seen. 

Clindamycin-associated colitis has 
been reported to be more common 
with oral therapy and is usually rap- 
idly reversible when the antibiotic 
is stopped. Pseudomembranous colitis 
is difficult to differentiate from 
uncomplicated diarrhea on clinical 
grounds, and usually requires procto- 
scopic examination for diagnosis." 
The cause of the colitis is unknown, 
although a hypersensitivity reaction 
has been postulated.'* The colitis does 
not appear to be dose-or time-related, 
since it may develop at the initiation 
of therapy or even two to three weeks 
after the antibiotic has been stopped. 
However, no studies have been re- 
ported that show its safety with pro- 
longed low-dose use in chronic dis- 
eases like acne. 

The present results show that clin- 
damycin can be administered safely 
during prolonged periods in the treat- 
ment of severe pustular or cystic acne 
using 150 mg to 300 mg daily, which 
is one fourth the recommended daily 
dosage for mild to moderately severe 
infections. Two factors must be kept 
in mind in evaluating these results. 
First, the sample population consisted 
of young patients who were in good 
health with no severe underlying dis- 
ease and who were taking no other 
antibiotics at the time of the study. 
This differs from many patients in 
whom clindamycin-associated colitis 
has been reported. Second, the sample 
size of 60 patients was relatively 
small, and, therefore, these results 
must be confirmed by other investiga- 








However, these data suggest 
that long-term, low-dose clindamycin 
may well be safe in the treatment of 
severe pustular and cystic acne. The 
use of clindamycin should be re- 
stricted to patients with existing 
severe inflammatory lesions and no 
underlying bowel disease. Frequent 
evaluation of the patients is sug- 
gested. 


tors. 


Nonproprietary Name and 
Trademark of Drug 


Clindamycin—Cleocin. 
Doxycycline— Vibramycin. 
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Solid-state dispersion of griseofulvin in polyethylene 
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250 mg of Gris-PEG™ (griseofulvin ultramicrosize) 
provides plasma levels equivalent to those obtained 
with 500 mg of microsized griseofulvin. This factor 
permits the oral intake of half as much griseofulvin but 
there is no evidence, at this time, that this confers any 
significant clinical differences in regard to safety and 
efficacy. 

The daily dosage of Gris-PEQ for most fungal infections 
is 250 mg. Gris-PEG Tablets give you the flexibility of 
once-a-day or b.i.d. dosage. And you give the patient 
the same effectiveness at a lower cost. 

Gris-PEG is available as 125 mg tablets. 
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Tablets 125 mg 
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For complete prescribing information, 
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griseofulvin 


ultramicrosize) Tablets 


125 mg 


The 1/2 dose griseofulvin. 


DESCRIPTION 


Griseofuivin is an antibiotic derived 
from a species of Penicillium. 


Gris-PEG is an ultramicrocrystalline 
solid-state dispersion of griseofulvin 
in polyethylene glycol 6000. 


Gris-PEG tablets differ from griseo- 
fuivin (microsize) tablets USP in that 
each tablet contains 125 mg of ultra- 
microsize griseofulvin biologically 
equivalent to 250 mg of mucrosize 
griseotulvin. 


ACTION 


Microbiology: Griseofulvin is fungi- 
static with in vitro activity against vari- 
ous species of Microsporum, Epider- 
mophyton and Trichophyton. it has 
no effect on bacteria or other genera 
of fungi. 


Human Pharmacology: The peak plas- 
ma level found in fasting adults given 
0.259 of Gris-PEG occurs at about 
four hours and ranges between 0.37 
to 1.6 mcg/mi. 


Comparable studies with microsize 
griseofulvin indicated that the peak 
plasma level found in fasting adults 
given 05 g occurs at about four 
hours and ranges between 0.44 to 1.2 
mcg/mi. 


Thus. the efficiency of gastrointestinal 
absorption of the ultramicrocrystailine 
formulation of Gris-PEG is approxi- 
mately twice that of conventional 
microsized griseofulvin. This factor 
permits the oral intake of half as much 
griseofulvin per tablet but there is no 
evidence, at this time. that this confers 
any significant clinical differences in 
regard to safety and efficacy. 


Griseofulvin is deposited in the keratin 
precursor cells and has a greater affin- 
ity for diseased tissue. The drug is 
tightly bound to the new keratin which 
becomes highly resistant to fungal 
invasions. 


INDICATIONS 


Gris-PEG igriseofulvin ultramicrosize) 
is indicated for the treatment of the 
following ringworm infections: 


Tinea corporis (ringworm of the body) 
Tinea pedis (athlete's foot) 

Tinea cruris (ringworm of the thigh) 
Tinea barbae (barber' s itch) 

Tinea capitis (ringworm of the scalp) 
Tinea unguium (onychomycosis: ring- 
worm of the nails) 


when caused by one or more of the 
following genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton sulphureum 
Trichophyton schoenieini 
Microsporum audouini 

. Microsporum canis 
Microsporum gypseum 
Eoidermophyton fioccosum 


-— —— o 


NOTE: Prior to therapy, the tvpe of 
fungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which will 
respond to topical agents alone. 


Griseofulvin is not effective in the fol- 
lowing: 

Bacterial infections 
Candidiasis (Moniliasis) 
Histoplasmosis 

Actinomycosis 

Sporotrichosis 
Chromoblastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis} 
Tinea versicolor 

Nocardiosis 


CONTRAINDICATIONS 


This drug is contraindicated in pa- 
tients with porphyria, hepatocellular 
failure, and in individuals with a his- 
tory of sensitivity to griseofulvin 


WARNINGS 

Prophylactic Usage: Safety anc Effi- 
cacy of Griseofulvin for Prophylaxis of 
Fungai Infections Has Not Been Estab- 
lished, 


Anima! Toxicology: Chronic feeding of 
griseofulvin. at levels ranging from 
0.5-2.5% of the diet. resuited in the 
development of liver tumors in several 
strains of mice. particularly in males. 
Smaller particle sizes result in an en- 
hanced effect. Lower oral dosage iev- 
eis have not been tested. Subcutane- 
ous administration of relatively smail 
doses of griseofulvin. once a week, 
during the first three weeks of life has 
also been reported to induce hepato- 
mata in mice. Although studies in other 
animal species have not yielded evi- 
dence of tumorogenicity. these studies 
were not of adequate design to form 
a basis for conclusions in this regard. 


in subacute toxicity studies, orally ad- 
ministered griseofulvin produced 
hepatocellular necrosis in mice. but 
this has not been seen in other spe- 
cies. Disturbances in porphyrin metab- 
olism have been reported in griseoful- 
vin treated laboratory animals. Griseo- 
fuivin has been reported to have a 
coichicine-like effect on mitosis and 
cocarcinogenicity with methyicholan- 
threne in cutaneous tumor induction 
in laboratory animals. 


Usage m Pregnancy: The satety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: R has 
been reported in the literatura that 
griseofulvin was found to be embryo- 
toxic and teratogenic on oral adminis- 
tration to pregnant rats. Pups with 
abnormalities have been reported in 
the litters of a few bitches treatec with 
griseofulvin. Additional animal repro- 
duction studies are in progress. 


Suppression of spermatogenesis has 
been reported to occur in rats. butin- 
vestigation in man failed to confirm 
this. 





PRECAUTIONS 


Patients on prolonged therapy with 
any potent medication should be 
under close observation, Periodic 
monitoring of organ system function. 
including renal, hepatic and hema- 
topoietic, should be done. 


Since griseofulvin is derived from spe- 
cies of penicillin, the possibility of 
cross sensitivity with penicillin exists; 
however, known penicillin-sensitive 
patients have been treated without 
difficulty. 


Since a photosensitivity reaction is oc- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
sitivity reaction occur, fupus erythe- 
matosus may be aggravated. 


Griseofulvin decreases the activity of 
wartarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage adjust- 
ment of the anticoagulant during and 
after griseotulvin therapy. 


Barbiturates usually depress griseo- 
fulvin activity and concomitant admin- 
istration may require a dosage adjust- 
ment of the antifungal agent. 


ADVERSE REACTIONS 


When adverse reactions occur, they 
are most commonly of the hypersensi- 
tivity type such as skin rashes. urti- 
caria. and rarely, angioneurotic edema, 
and may necessitate withdrawal of 
therapy and appropriate countermea- 
sures.Paresthesias of the hands and 
feet have been reported rarely after 
extended therapy. Other side effects 
reported occasionally are oral thrush, 
nausea, vomiting. epigastric distress. 
diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion and im- 
pairment of performance of routine 
activities. 


Proteinuria and leukopenia have been 
reported rarely. Administration of the 
drug should be discontinued if granu- 
locytopenia occurs. 


When rare. serious reactions occur 
with griseofulvin. they are usually as- 
sociated with high dosages. long pe- 
riods of therapy. or both. 


DOSAGE AND ADMINISTRATION 


Accurate diagnosis of the infecting 
organism is essential. identification 
should be made either by direct micro- 
scopic examination of a mounting of 
infected tissue in a solution of potas- 
sium hydroxide or by culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
clinical or laboratory examination. 
Representative treatment periods are 
— tinea capitis, 4 to 6 weeks; tinea cor- 
poris, 2 to 4 weeks; tinea pedis, 4 to 8 
weeks; tinea unguium — depending on 
rate of growth — fingernails. at least 4 
months; toenails, at least 6 months. 


General measures in regard to hygiene 
should be observed to control sources 


of infection or reinfection, Concomi- 
tant use of appropriate topical agents 
is usually required particularly in treat- 
ment of tinea pedis. in some forms of 
athlete's foot, yeasts and bacteria may 
be involved as weli as fungi. Griseo- 
fulvin will not eradicate the bacterial 
or monilial infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofulvin ultramicrosize) is 
biologically equivalent to 500 mg of 
griseofulvin microsized, USP (see 
ACTION Human Pharmacology). 


Adults: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinea cruris 
and tinea capitis. One 125 mg tablet 
twice per day or two 125 mq tablets 
once per day is the usual dosage. For 
those fungus infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium, a divided daily dose of 
500 mg is recommended. in ai! cases. 
the dosage should be individualized. 


Chifdren: Approximately 5 mg per kilo- 
gram (2.5 mg per pound) of body 
weight per day is an effective dose for 
most children. On this basis. the fol- 
lowing dosage schedule for children 
is suggested: 


Children weighing over 25 kilograms 
(approximately 50 pounds)-—- 125 mg 
to 250 mg daily. 


Children weighing 15-25 kilograms 
(approximately 30- 50 pounds) - 62.5 
mg to 125 mg daily. 


Children 2 years of age and younger ~ 
dosage has not been established. 


Dosage should be individualized, as is 
done for adults. Clinical experience 
with griseofulvin in chidren with tinea 
capitis indicates that a single daily 
dose is effective. Clinical relapse will 
occur if the medication is not contin- 
ued until the infecting organism IS 
eradicated. 


CAUTION 
Federal law prohibits dispensing with- 
out prescription. 


HOW SUPPLIED 


Gris-PEG {griseofulvin ultramicrosize) 
Tablets differ trom griseofulvin (micro- 
size) tablets USP in that each tablet 
contains 125 mg of ultramicrosize 
griseofulvin biologically equivalent to 
250 mg of microsized griseotulvin. Two 
125 mg tablets of Gris-PEG are bio- 
togically equivalent to 500 mg of micro- 
sized griseofulvin. in bottles of 100 
scored tablets. 
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(That's the difference in Carmol*?) 


The Carmol Cream base is a blend of emollients with their own special moisturizing prop- 
erties. But what sets Carmol apart is the full 20% urea that gives it a hydrating and softening 
effect all its own. Particularly when hyperkeratosis is part of the dry skin picture, let your 
patients experience the benefits of something extra...a full 2075 urea. Carmol is non-lipid 
and hypoallergenic, a stable emollient cream without lanolin, sensitizing preservatives or 
mineral oil. Available in 3 oz tubes and in 1 Ib jars that offer real savings for your patients. 


Inaram Pharmaceutical Company, San Francisco 94111 
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% Reduction of: 
Total Lesions Comedones 


(comedones, papules, pustules) 


A clinical test* shows Persa-Gel to be  « 
as effective as tretinoin cream in the lower- 
ing of the lesion count (pustules, papules 
and comedones), on unselected patients, 
without excessive erythema and peeling. — .. 
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See for full prescribing information. 
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CAUTION: Federal law prohibits dispensing without prescription. 
DESCRIPTION: Persa-Gel™ 5% contains 5% benzoyl peroxide; Persa-Gel™ 
10% contains 10% benzoyl peroxide; in a gel base containing acetone, 
carboxyvinyl polymer, triethanolamine, sodium lauryl sulfate, propylene 
glycol and purified water. 
ACTIONS: Benzoyl peroxide is primarily effective because of its drying, 
peeling and antiseptic action. 
INDICATION: For adjunctive topical therapy of acne vulgaris. 
CONTRAINDICATIONS: Benzoyl peroxide is contraindicated in patients 
with acute inflammation and in patients with a history of hypersensitivity to 
any of the components of the preparation. 
PRECAUTIONS: If excessive irritation develops, discontinue use and institute 
appropriate therapy. After the reaction clears, treatment may often be resumed 
with less frequent applications. Avoid contact with eyes, eyelids, lips and other 
mucous membranes, and anterior neck. May bleach hair and colored fabrics. 
ADVERSE REACTIONS: Allergic contact dermatitis and severe erythema with 
crusting have been reported with topical benzoyl peroxide. 
DOSAGE AND ADMINISTRATION: Persa-Gel™ (benzoyl peroxide) should 
be applied thinly to cover affected area after cleansing with non-medicated 
soap and water or a degreaser. Initial application once daily before bed- 
time is recommended, increasing to twice daily as tolerance develops. Feel- 
ings of warmth and stinging and slight erythema may be noted initially. It is 
advisable to initiate therapy with Persa-Gel® 5% shifting to the use of 
Persa-Gel® 10% after 3 or 4 weeks, or earlier if tolerance to the 5% has 
been determined. Therapeutic results are usually seen within 2 weeks with 
continued improvement therafter. 
HOW SUPPLIED: Persa-Gel™ 5% 1.5 oz. tubes 

(NDC0064-8610-31) 

Persa-Gel™ 10% 1.50z. tubes 

(NDC0064-8600-31) 


Persa- Gel. 
(RENZOYL PEROXIDE) 


Unique Acetone Gel s% a0 10% 


f, TEXAS PHARMACAL COMPANY 
YZ San Antonio, Texas 78296 
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Now available! 


The latest 
information on 
self-assessment 
programs. 








AMA Directory of 
Self-Assessment 
Programs for Physicians. 


This new edition of the Directory 
lists self-assessment programs 
sponsored by all major specialty 
societies, on 21 topics. New pro- 
grams listed are: Allergy, Cardi- 
ology, Chest Diseases, Colorectal 
and Anorectal Surgery and Emer- 
gency Medicine. 

Each program is listed by topic 
and sponsor and includes sites and 
times of tests, content, format, time 
required, method of scoring, aids to 
learning provided, fees and whom 
to write for more information. 

To order your copy, use the form 
below. Prices: 1-10 copies, $1 ea.; 
11-49 copies, 90c ea.; 50 or more, 
80c ea. Please enclose payment with 
order. 

ee 99990906000000000000990, 


e 
Order Department 


American Medical Association 

535 N. Dearborn St. 

Chicago, Ill. 60610 

Please send me—— — copies of 
the Directory of Self-Assessment 
Programs for Physicians, 2nd 
Edition (OP-414). 





Name 





Address 


City/State/Zip ‘SJ 


^ ?. 
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The remarkable Aeroseb-Dex patented delivery system can do what no other steroid can. 
As well as keeping your patient's hair unruffled, Aeroseb-Dex will treat dozens of difficult 
to reach areas of the body. Behind the back. Between the toes. Even through panty hose to get 
at painful sunburn. 
Aeroseb-Dex offers the patient acceptance you desire by giving your patients the convenience 
they desire. 
No steroid is more convenient or easier to use than Aeroseb-Dex. 


Aeroseb-Dex (dexamethasone) topical aerosol spray PRECAUTIONS If irritation develops, the product should be discontinued and appropriate 
DESCRIPTION: Each aerosol contains 15 Gm* 90 Gm therapy instituted 





in the presence of an infection, the use of appropriate antifungal or antibacterial agents should 
»xamethasone 1.66 mg 10 mg edge : xb 
erat eee í A 1.09 mg M oe instituted. If a favorable response does not occur promptly, the corticosteroid should be 
- se — DT e ¥.<8G discontinued until the infection has been adequately controlled 
with isopropyl myristate and propellant (dichlorotetrafluoroethane) 


É : s 97 If extensive areas are treated or if the occlus teci 2d, the $$ ty exists o 
Each 1 second of spray disperses approximately 0.023 mg. of dexamethasone. 9 HORS ur 4 S ia ər ft ine occlusive technique is sg the possibility I PRO 
“Sample size only — not available for sale : increased systemic absorption of the corticosteroid and suitable precautions should be taken 
at: olze Ulli -— j l Valiauiec rOI ilc 
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INDICATIONS For relief of the inflammatory manifestations of corticosteroid-responsive Cer used about the face, the eyes should be covered and inhalation of the spray should be 


dermatoses avoided. This medication contains alcohol. It may produce irritation or burning sensations in 
CONTRAINDICATIONS Topical steroids are c ontraindicated in viral diseases of the skin such 


corticosteroids, either with or without occlusive dressings: burning sensations itching, irritation 


ryness, folliculitis, secondary infection. skin atrophy, striae, hypertrichosis, acneforn eruption 


as varicella and vaccinia p ADVERSE REACTIONS The following local adverse reactions have been reported with topical {Á 
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Top:cal steroids are contraindicated in those patients with a h story of hypersensitivity to anv 


of the components of the preparation ind hyvponiamentation 
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This preparation is not for ophthalmic use * p Á 
Topical steroids should not be used when circulation is markedly impaired * 
WARNINGS USAGE IN PREGNANCY Although topical steroids have not been reported to have 

an adverse effect on the fetus, the safety of their use in pregnant females has not absolutely been Herbert Laboratories, dermatology division of 


established. Therefore, they should not be used extensively on pregnant patients. or in larae 


lnauntecor Jor prolonged senada of tiene TUAM TE Allergan Pharmaceuticals, Irvine, California 92713, U.S.A. 


Case Reports 


Scleromyxedema 


Robert C. Wright, MD; Robert S. Franco, PhD; M. Drue Denton, MD; Donald J. Blaney, MD 


e Anunusual, nodulocystic form of scle- 
romyxedema (lichen myxedematosus) de- 
veloped in a 48-year-old man with a six- 
year history of psoriasis. The scleromyx- 
edema responded to intermittent therapy 
with melphalan and prednisone. Derma- 
brasion smoothed and softened the skin 
and increased the mobility of the perioral 
skin. Two months after remission of the 
skin lesions, psoriasis recurred. 

(Arch Dermatol 112:63-66, 1976) 


NEUE has been described 
as a variant of lichen myxede- 
matosus, lichen fibromucinoidosus, 
papular mucinosis, nodular diffuse 
scleroderma, myxodermia, and mu- 
cinthesaurismosis.' The disease typi- 
cally begins with lichenoid papules 
and then progresses to include diffuse 
thickening of the skin. As associated 
paraproteinemia is presumed to de- 
rive from abnormalities in cells in the 
bone marrow and skin, as suggested 
by recovery of paraprotein from cul- 
ture of these tissues.? Several cases of 
atherosclerosis have been reported in 
patients with this condition, suggest- 
ing a possible association between the 
two diseases. Perry et al? reported 
multiple myeloma in a patient with 
lichen myxedematosus; however, ac- 
cording to an oral communication 
from H. O. Perry, MD, in May 1974, in 
a more recent evaluation, the associa- 
tion could not be confirmed on the 
basis of studies of bone marrow and 
blood. The histological examination of 
the skin shows acid mucopolysaccha- 
ride accumulation in the upper third 
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Fig 1.—Patient's condition prior to derma- 
brasion. 


of the dermis, in association with 
large, stellate, elongated fibroblasts.' 
The increased acid mucopolysaccha- 
ride content is primarily hyaluronic 
acid.! Electron microscopical exami- 
nation confirms the impression given 
by light microscopical examination of 
increased ground substance and fi- 
broblasts.* Systemic therapy with cor- 
ticosteroids has been helpful in some 
cases? and deleterious in another, 
whereas melphalan was reported to 
provide dramatic relief.’ 

The following points prompted us 
to describe this case of scleromyxe- 
dema: the unusual clinical appear- 
ance, characterized by nodulocystic 
lesions; the favorable response to der- 
mabrasion; the beneficial response to 
intermittent therapy with cortico- 
steroids and melphalan, after an 
initial failure with a daily regimen of 
melphalan; and the fact that the onset 
of the disease followed the resolution 


of psoriasis and the remission of the 
disease was accompanied by a reap- 
pearance of psoriasis. ` 


REPORT OF A CASE 


In 1966, a scaly skin eruption, involving 
the elbows, the lower part of the back, and 
the scalp, appeared on a 48-year-old man. 
He did not have any history of skin prob- 
lems. Six years later, he was seen by a 
dermatologist, who made a diagnosis of 
psoriasis. This eruption improved with a 
regimen of topically applied corticosteroids 
and tar. As the psoriasis resolved, whitish 
papules appeared on the dorsa of the pa- 
tient’s hands and feet. The papules gradu- 
ally extended over most of the body sur- 
face, accompanied by a diffuse thickening 
of the skin. By December 1972, extensive 
thickening of the skin had occurred, with 
deep furrows appearing particularly in the 
glabellar area and on the forehead. During 
the next few months, the induration of his 
skin progressed to the point that he could 
not clench his fists, nor could he open his 
mouth normally. He experienced great dif- 
ficulty in removing his dentures. In the 
early months of 1973, the patient devel- 
oped nodulocystic lesions on his cheeks and 
forehead, which spontaneously drained a 
copious amount of moderately viscous, 
clear, strawcolored liquid. 

At the time of hospital admission on 
May 14, 1973, the patient had extensive 
induration and thickening of the skin, 
mainly involving the face, the upper part 
of the trunk, the arms, and the legs, with 
lesser involvement of the lower area of the 
torso. The primary type of lesion was a 
small, whitish papule, approximately 2mm 
in diameter, which was most apparent on 
the dorsa of the hands. The patient had 
many nodulocystic lesions on the face (Fig 
1). The skin on the medial aspect of the 
arms and on the medial aspect of the 
thighs assumed thick, longitudinal folds 
when the patient flexed his extremities. 


Laboratory Examination 
Culture of an aspirated specimen from 
one of the cystic lesions on the cheek 
showed no growth of fungus or bacteria. 
Results of serologic tests were nonreactive. 
Normal values were obtained for the fol- 
lowing laboratory studies: complete blood 
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alb. 
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Fig 2.—Serum electrophoresis (cellulose acetate, pH 8.8). Upper 
pattern was obtained from patient's serum. Lower pattern is 
normal pattern for comparison. Arrow, point of application; 
circled P, cationic paraprotein. 


Fig 4.—High-power view of biopsy specimen in Fig 3. Separation 
and lack of orientation of fibroblasts (hematoxylin-eosin, original 
magnification x 200). 
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Fig 3.—Abscess in dermis and subcutaneous fat (hematoxylin-eo- 
sin, original magnification x 20). 


Fig 5.—Patient's condition three months after dermabrasion. 


"eae aaa 
T. WV. ] E 


Scleromyxedema—Wright et al 


cell count, urinalysis, platelet count, eryth- 
rocyte sedimentation rate, reticulocyte 
count, serum creatinine, serum electro- 
lytes, blood urea nitrogen, serum tri- 
glycerides, serum cholesterol, serum 
lipoprotein electrophoresis, serum protein- 
bound iodine, total serum thyroxine, serum 
alkaline phosphatase, serum glutamic oxa- 
loacetie transaminase, serum lactic dehy- 
drogenase, serum albumin, total serum 
protein, serum inorganic phosphorus, serum 
ealcium, serum chloride, and serum carbon 
dioxide content. Direct immunofluores- 
cence study of a skin biopsy specimen 
showed no IgG or IgM. Serum electropho- 
resis (cellulose acetate, pH 8.8) demon- 
strated a monoclonal-type band, which was 
extremely cationic (Fig 2). A similar elec- 
trophoretic pattern was seen with a straw- 
colored aspirate from a cystic lesion on the 
face. Electrophoresis of concentrated urine 
(x100) was negative for Bence Jones 
protein. The Sia test of the serum was 
positive for euglobulin, and it was possible 
to obtain an electrophoretically pure prepa- 
ration of the abnormal protein by dissolving 
the precipitated euglobulin in phosphate- 
buffered saline (pH 7.4). Immunoelectro- 
phoresis on agarose gel showed the abnor- 
mal protein to be IgG-A. A bone marrow 
aspiration specimen was interpreted as 
normal, and the number of plasma cells did 
not appear to be increased. 


Special Studies 


An aspirate from one of the cystic le- 
sions on the face was analyzed. The 1-ml 
sample contained 85.5 mg of protein. Total 
hexosamine content was 11.4ug/mg of pro- 
tein. Hexuronic acid content was 1.75yg/ 
mg of protein? Electrophoresis of the 
sample on cellulose acetate membrane (1 
ma/cm of strip width) in 0.05M lithium 
chloride buffer (pH 2), followed by staining 
with toluidine blue, gave a band corre- 
sponding to hyaluronic acid. No trace of 
chondroitin sulfates, heparin, or other 
mucopolysaccharides was evident. Al- 
though the sample contained appreciable 
hexose (6.9ug/mg of protein), the sialic 
acid content was too low to measure, using 
an aliquot with protein content equiva- 
lent to that of serum used in the same 
method.'^ 


Biopsy 


Papule From Right Forearm.—Prepara- 
tions stained with hematoxylin-eosin 
showed an increased amount of mucinous 
material in the upper and middle reticular 
layers of the dermis. The fibroblasts were 
not oriented parallel to the surface of the 
skin and were widely separated from one 
another by the mucinous material. The mu- 
cinous material in the upper and middle re- 
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Fig 6.—Patient's condition six months 
after dermabrasion. 


ticular layers of the dermis stained densely 
with Alcian blue and PAS. 

Small Nodule From Forehead.—In addi- 
tion to the changes seen in the preceding 
biopsy specimen, an inflammatory granu- 
loma, with many plasma cells and lympho- 
cytes, was seen at the base of the reticular 
layer of the dermis. Mallory aniline blue 
stain showed increased staining in this 
area also. 

Cystic Nodule From the Left Preauricular 
Area.—An abscess (largely composed of 
polymorphonuclear leukocytes) was seen in 
the dermis and subcutaneous fat (Fig 3). 
An area adjacent to the abscess showed 
the typical histological characteristics of 
scleromyxedema (Fig 4). The Congo red 
test was negative for amyloid. Serial sec- 
tions with Mallory aniline blue stain 
showed no connection with hair follicles. 


Treatment 


Initial systemic therapy consisted of the 
oral administration of 4 mg of melphalan 
daily. After three months with little or no 
progress, an intermittent dosage schedule 
was initiated in September 1973, which be- 
gan with a four-day combination course of 
8 mg of melphalan daily and 140 mg of 
prednisone daily. A second four-day course 
of 18 mg of melphalan daily and 140 mg of 
prednisone daily was administered six 
weeks later. During the next two months, 
the skin showed decreased induration. Sub- 
sequent courses were administered at six- 
week intervals until July 1974, at which 
time improvement was apparent and sys- 
temic therapy was discontinued. Two 
months later, the patient developed a mild, 
papulosquamous eruption, involving the 
scalp, hands, and elbows; a biopsy speci- 
men showed the typical histological char- 
acteristics of psoriasis. 

In an effort to improve the appearance 
of the nodular scars and cysts, dermabra- 
sion was performed on the left cheek in 
August 1973. The area healed well, and the 
skin became softer than in surrounding 
areas. Dermabrasion was then performed 


in the left perioral region, also with an ap- 
parent decrease in induration (Fig 5 and 
6). 


COMMENT 


Except for the unusual nodulocystic 
lesions that developed in this patient, 
this is a typical case of scleromyxe- 
dema, with the characteristic papular 
lesions; the indurated, firm skin; and 
the skin folds on the inner surfaces of 
the thighs and arms, as well as the 
histological and serologic features as- 
sociated with the disease. The nodular 
form of scleromyxedema has previ- 
ously been described by Montgomery 
and Underwood." On the basis of the 
photographs, the question of whether 
this might be a case of nodulocystic 
acne may arise. However, there was 
no history of acne or rosacea, and 
photographs taken a year prior to 
admission showed that his skin was 
clear. The evolution and progression 
of the lesions also differed from those 
in nodulocystic acne. In an area of 
thickened skin,  noninflammatory 
nodules developed, which drained a 
clear, serous fluid—not the purulent, 
thick material seen with acne. When 
a biopsy specimen of a nodule on the 
face was obtained, an abundance of 
clear, viscous liquid could be seen 
flowing from the specimen when it 
was placed in 4% formaldehyde solu- 
tion fixative. This typical nodule 
showed the histological features seen 
in Fig 4. A biopsy specimen of a nod- 
ule in a more advanced stage of dis- 
ease demonstrated some organization 
and infiltration with leukocytes, as 
seen in Fig 3. Culture for Corynebac- 
terium acnes was not done. Routine 
cultures for bacteria and fungus were 
negative. The oozing of the serous liq- 
uid from these nodulocystic lesions 
was a striking clinical phenomenon. 
The biochemical analysis of clear, 
serous liquid taken from some super- 
ficial nodulocystic lesions showed an 
abundance of hyaluronic acid, sug- 
gesting that the material that 
drained spontaneously was also 
largely hyaluronic acid. 

Dermabrasion improved the ap- 
pearance of the involved skin and im- 
proved the mobility of the perioral re- 
gion. A similar effect was seen on a 
trial area on the back. A previous 
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— normality.* Possible 
~ abnormalities have been reported in 
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Quantitative Immunoglobins in Patient's Serum" 






















IgGt IgM t 
(804 to 1,6841) (50 to 1901) 
1,600 125 
1,500 80 
1,600 100 
1,375 200 
1,400 225 














i As determined using radial immunodiffusion plates. 


1 Indicates normal range, expressed in mg/100 ml. 


.. Study has described a clearin g effect 
. following trauma,” but we believe 
that clearing after dermabrasion has 
not been previously described. The 
improvement following trauma may 
somehow be related to the role of hya- 
luronie acid in wound healing.” 

A beneficial response to the sys- 
temic therapy was evidenced by in- 
creased mobility of the patient’s 
hands, feet, and perioral skin; by im- 
proved grip; and by general improve- 
ment of the texture and surface of his 
skin. Although the total IgG level, 
part of which is the abnormal para- 
» protein content, remained within nor- 
mal limits on all determinations, the 
value generally decreased with ther- 
apy, as shown in the Table. However, 
recent electrophoretic studies con- 
tinue to show the presence of abnor- 
mal paraprotein. After the apparent 
failure of a regimen of daily doses of 
melphalan, intermittent therapy was 
instituted in a pattern similar to that 
used for multiple myeloma. This ther- 
apy is not without danger, death hav- 
ing been reported in the case of 
. & patient with scleromyxedema who 
_ was receiving corticosteroids,’ as well 


: : .as in the case of one receiving mel- 
~ phalan.’ The present therapeutic plan 


involves withholding systemic medi- 


. cations unless symptoms reappear. 


The precedent history of psoriasis 


pc is probably coincidental. However, an 
. . elevated hyaluronic acid level has 
^ been reported in psoriatic skin," 


. although subsequent work has not 
_ confirmed the existence of this ab- 
immunologic 


both diseases. The presence of para- 
protein in scleromyxedema suggests 
an immunologic aberration, but im- 
munologie abnormalities in psoriasis 
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are less impressive. Some of the 
changes noted in psoriasis include de- 
creased IgM level in 15% to 80% of pa- 
tients,'^ borderline to low results on 
attempted sensitization with dinitro- 
chlorobenzene," and an increased in- 
cidence of rheumatoid rosette forma- 
tion." 

The pathogenesis of scleromyxede- 
ma is unknown. Does the parapro- 
tein found in the serum invade the 
dermis and contribute to the skin ab- 
normalities, or is it an incidental, 
associated phenomenon? This study 
showed the presence of the parapro- 
tein in the clear, draining liquid from 
skin nodules, but the significance of 
this is not apparent. Even the classifi- 
cation of the disease remains uncer- 
tain: a major hematology text’ lists 
the disease as a plasma cell dyscrasia, 
while dermatology texts discuss the 
disease under the topics of metabolic 
diseases,"**° mucinoses," and dys- 
proteinemias.” The relationship be- 
tween the serum protein abnormal- 
ities and the increased hyaluronic 
acid in the skin remains an enigma. 


Leon Goldman, MD, provided assistance in the 
evaluation of this case. Daniel Richfield, MD, 
interpreted the histological studies. Joseph T. 
Judd, PhD, performed the biochemical analysis 
for mucopolysaccharides. Robert Slagle, MD, ex- 
cised the nodulocystic lesion. James Dantow, 
MD, interpreted the immunofluorescence stud- 
ies. 


Nonproprietary Name 
and Trademark of Drug 


Melphalan—Alkeran. 
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= Successful Management 


of Lichen Myxedematosus 


Report of a Case 


Thomas G. Hill, MD; John N. Crawford, MD; Charles C. Rogers, MD 


€ Radiation therapy led to local resolu- 
tion of a case of lichen myxedematosus, 
which, to our knowledge, is the first re- 
ported successful treatment of the dis- 
ease by radiation therapy. Radiation 
therapy is only the second therapeutic 


< ^. modality that is effective in the treat. 
=: ment of lichen myxedematosus. We pro- 


. pose specific criteria for the diagnosis of 
lichen myxedematosus to facilitate future 


studies into the nature of this disease. 
(Arch Dermatol 112:67-69, 1976) 


| ichen myxedematosus is an unusual 


disease first described by Du- 
breuilh! and characterized by in- 
filtrative deposition of mucinous ma- 
terial in the upper dermis. Lesion 
morphological features consist of 


_ papules, plaques, urticarial areas, and 


nodules. Scleromyxedema is a rare 
variant consisting of papular lesions 
with underlying diffuse thickening of 
the skin.? The skin lesions often result 


4n substantial functional and cos- 


metic impairment, although there is 
no known association with internal 
disease. 


REPORT OF A CASE 


Ea i A 62-year-old man was seen in 1955 with 
. . 8h.eruption of two years’ duration. The 
-- eruption consisted of flesh-colored papules 


with erythematous bases on the face, ears, 
and shoulders. A biopsy specimen was 


compatible with lichen myxedematosus. 


He was admitted to the Walter Reed Arm y 
Hospital where extensive testing was per- 
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formed. The results of examination were 
essentially normal, except for the serum 
protein electrophoresis study, which dem- 
onstrated an abnormal protein of very 
slow mobility in the y-globulin range. 

He was seen again in 1959 and was noted 
to have widespread involvement, with 
papular, nodular, and plaque-like lesions. 
Nodular lesions on the upper and lower lips 
limited his ability to open his mouth and to 
insert dentures; the remainder of the face 
was sufficiently involved to restrict facial 
expressions severely (Fig 1). Excepting the 
cutaneous lesions, his physical examina- 
tion was normal. On admission to the Med- 
ical College of Virginia Hospital, the fol- 
lowing studies gave negative or normal 
results: complete blood cell count with dif- 
ferential cell count and blood smear, plate- 
let eount, erythrocyte sedimentation rate, 
protein-bound iodine, radioactive iodine 
( *I) uptake, urinalysis, prothrombin time, 
Lee-White clotting time, serum electro- 
lytes, blood urea nitrogen, serum alkaline 
phosphatase, serum urie acid, serum albu- 
min, serum cholesterol, total lipids, 5-hy- 
droxyindoleacetic acid, and the electrocar- 
diogram. A chext x-ray film showed shght 
pulmonary fibrosis with otherwise clear 
lung fields. He was then treated with ther- 
apeutic courses of dl-a-tocopherol, edetic 
acid (EDTA), and liothyronine sodium 
(Cytomel) without appreciable benefit. 

In July 1965, he was admitted to the 
Medical College of Virginia Clinical Re- 
search Center, where results of physical 
examination were again normal, except for 
his cutaneous disease. The skin lesions had 
improved somewhat without intercurrent 
therapy. In many areas, skin mobility had 
increased. There was decreased erythema 
and the nodules were somewhat decreased 
in size, Extensive hematological study, in- 
cluding a sternal bone marrow aspirate, 
gave normal results. The electrocardio- 
gram and chest x-ray film were unchanged 
from previous studies. Studies on serum 
proteins, circulating antibody responses, 
delayed hypersensitivity responses, and 
fluorescent antibody studies were per- 
formed (previously reported’). 
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The patient was seen again in November .. 
1972 with an ulcerating lesión of the right 
upper lip. This lesion. was adjacent to 
large nodular lesion of lichen myxedema- 
tosus. His other skin findings had not . 
changed. Laboratory studies disclosed à 
hemoglobin level, hematocrit reading, and |. 
reticulocyte count compatible with chronic 
lung disease. The results of the following 
studies were normal or negative: white 
blood cell count, erythrocyte sedimenta- 
tion rate, VDRL test for syphilis, lupus i: 
erythematosus cell preparation, direct —. 
Coombs test, rheumatoid factor, urine for .— 
Bence-Jones protein, segum electrolytes, ^. 
blood glucose, blood urea nitrogen, serum © - 
uric acid, serum cholesterol, total serum 
protein and serum albumin values, liver 
function studies, skull x-ray films, and 
electrocardiogram. The chest x-ray film 
showed inereased interstitial markings bi- 
laterally, and pulmonary function studies 
demonstrated a mild hypoxemia with res- 
piratory alkalosis. The paraprotein spike 
was again noted on serum protein electro- 
phoresis. À biopsy specimen of the upper 
lip lesion disclosed squamous cell carci- 
noma. 

It was believed that the lichen myx- 
edematosus nodules would prevent a satis- 
factory surgical result. A therapeutie pro- 
gram was initiated consisting of 300 rads 
three times weekly to a total dose of 5,400 
rads. Conventional radiation therapy 
equipment was used with 140 kilovolt 
(peak) at 20 ma filtered to yield a 3.0-mm 
aluminum half-value layer beam; target 
skin distance (TSD) was 21.5 em to a 4-em - 
cone field. The carcinoma responded well, 
and the lichen myxedematosus lesions in- - 
cluded in the treatment field were also l 
noted to regress. Subsequently, the patient. =o 
reported a dramatic increase in lip mobi- 
ity in the treated area and requested fur- cue 
ther therapy to the remainder of both lips E 
so that he might be able to eat and talk - 
more normally. He was informedoftheex- |. 
perimental nature of his request and of the 
possible adverse effects of such treatmen 
Permission to undertake further tre 
ment of the patient was obtained fr 
Committee on Conduct of Clin 
search. Treatment was initiated 
trolled fashion using small fiel 
tially, in an attempt to ascertain 
effective dose. Intraocular and intrao: 
shields were used when- treatment bor- 
dered on these areas. The initial area was 
treated under previously noted conditions 
to a total dose of 3,000 rads; lesions in the 
area completely disappeared in about ten 
weeks. The next area was treated to a total 
dose of 2,000 rads without meaningfu 
sponse in eight weeks. An additional 1 
rads was given to this field and the lesii j 
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regressed. Remaining fields were treated 
with 3,000 rads and all responded satisfac- 
torily, with the exception of one partic- 
ularly thick lesion. A half-value layer of 2 
mm of copper (300 kv, 20 ma, and TSD of 
50 em) and 3,000 rads were used and re- 
sulted in regression but not complete dis- 





Fig 1.—Patient prior to treatment. 


Fig 3.—Skin biopsy specimen of facial lesion before treatment 
(Alcian blue, original magnification x 100). 
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appearance of this lesion. Except those in- 
volving the nose, all lesions responded 
dramatically (Fig 2). An additional 600 
rads was given to small fields about the 
nose with more improvement but not com- 
plete clearing. At this point, the patient 
was quite satisfied with the results and 





Fig 2.—Patient after radiation therapy. 





therapy was discontinued. He has re- 
mained free of recurrence from the 
squamous cell carcinoma and the treated 
lichen myxedematosus lesions for 18 
months. 


COMMENT 


Previous therapeutic attempts in li- 
chen myxedematosus have met with 
little success. Therapeutic failures or 
equivocal results have been noted, 
with systemically administered corti- 
eosteroids, superficial x-ray ther- 
apy,'? nitrogen mustards and quina- 
crine, desiccated thyroid, ^ topically 
applied hyaluronidase,” hyaluronidase 
by intralesional injection, estro- 
gens, ° adenocorticotropic hormone,’ 
growth hormone, gonadotropin, di- 
ethylstilbestrol, benzestrol (Octofol- 
lin), vitamin A, vitamin E, and 
EDTA. One case with dramatic re- 
sponse to melphalan has been re- 
ported’; the patient died of causes un- 
related to her disease and without 
clinical recurrence of her skin lesions 
two years after the report (P. Feld- 
man, MD, oral communication, Feb- 
ruary 1975). Degos has also reported 


Fig 4.—Skin biopsy specimen of facial lesion after therapy (Al- 
cian blue, original magnification x 100). 
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successful therapy with melphalan in 


some cases." Therapeutic success in 
reported cases thus far has been as- 
sessed subjectively by physical exami- 
nation and, in most cases, the im- 
provement has been equivocal. In this 
case, there is objective histopatho- 
logic evidence of improvement in ad- 
dition to the obvious visual difference 
following therapy. 

e A biopsy specimen of an untreated 
area showed accumulation of abnor- 
mal alcian-blue-positive material in 
the upper dermis (Fig 3). This was ac- 
companied by a mild fibrosis and a 
sparse mononuclear cell infiltrate. 
The posttreatment specimen demon- 
Strated almost complete disap- 


. pearance of the infiltrative mate- 


rial, with a moderately severe fibrotic 
reaction in the upper dermis (Fig 4). 
The skin does not feel indurated in 
treated areas. 

A consideration of the radiation ef- 
fects from doses of this quality and 
magnitude should be entertained be- 
fore beginning such a program. 
Traenkle" states that it is rare to see 
à skin carcinoma develop in the 
treated volume of tissue after 4,000 to 
6,000 rads given during a four- to six- 
week period. A study of 14,554 cases, 
in which large skin doses (2,000 to 
6,000 rads) had been given, disclosed 
no cases of induced carcinoma. Ear- 
lier observations on radiation-induced 
carcinomatosis in the skin showed 
that the incidence of tumors corre- 
lated with the degree of radiation 
dermatitis induced during therapy." 
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The dose given to this patient pro- 
duced only a mild transient erythema, 
and the chances of inducing a second- 
ary skin carcinoma are expected to be 
very low. 

It is not our intent to advocate rou- 
tine use of radiation therapy in lichen 
myxedematosus. Rather, it is a useful 
local modality for those patients who 
exhibit substantial functional loss 
and cosmetic disfigurement. 

In reviewing the literature, great 


confusion exists regarding diagnostic 


criteria for lichen myxedematosus. 
Therefore, we propose the following 
criteria for the diagnosis of lichen 
myxedematosus: (1) presence of infil- 
trative skin lesions formed by the 
deposition of mucinous material in 
the upper dermis; (2) exclusion of thy- 
roid dysfunction by clinical and labo- 
ratory means; and (3) demonstration 
of the characteristic serum parapro- 
tein. Adherence to these specific diag- 
nostic criteria will facilitate study 
and eliminate the confusion inherent 
in the discussion of cases of an ill-de- 
fined disease process. 

The clinieal type of lesions seen in 
lichen myxedematosus are well-de- 
scribed by Perry et al: Our patient 
had all four types of lesions (discrete 
papular, generalized papules, lichen- 
oid plaques, and nodules) The sim- 
plest and most reliable technique to 
demonstrate the acid mucopolysac- 
charide deposition in the upper der- 
mis is the alcian-blue stain, either 
alone or in combination with the PAS 
stain.“ The presence of alcian-blue- 
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positive material would . exclude a 
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The most recent development in. 
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the finding of a characteristic serum 
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by McCarthy et al. The abnormal se- 
rum protein is an IgG globulin that is- 
extremely basic because ‘of an in- 
creased lysine content in the li: "ht 
chains.'* The abnormal protein is an- 
tigenically homogeneous in any given — 
patient, but no evidence for shared 
idiotypic determinants between dif- 
ferent patients has been found." . 
With the exception of one reported 
case," all cases previously studied 
demonstrated light chains of the A 
type.?/*':9 Since this abnormal se- 
rum protein has been found in each 
recently reported case (when appro- 
priate studies were done), it should be 
an accepted diagnostic criterion. The 
acceptance of specific diagnostic cri- 
teria for the disease should facilitate 
study and eventually aid in the eluci- 
dation of its pathogenesis. 

Melphalan, the only reported suc- 
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drug whose toxicity limits its useful- 
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temic chemotherapy. 
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J. S. Comaish, MB; ChB, FRCP (London); R. H. Felix, MB, ChB, 


© A patient with tuberculous meningitis 
developed a pellagra-like skin eruption af- 
ter treatment with Isoniazid. Adminis- 


> tration of the drug was continued, and a 


. topical preparation of niacinamide (nico- 
` tinamide) was applied to one haif of the 
face and the back of one hand. The areas 
treated responded rapidly, and subse- 
quently all affected areas of the patient 
' were treated, with almost complete reso- 
lution of the rash. At the same time, there 
was noticeable improvement in the pa- 
tients depression and apathy. We sug- 
gest that all of these changes could be 
due to percutaneous absorption of nia- 
cinamide. 
(Arch Dermatol! 112:70-72, 1976) 


P ellagra is a well-recognized com- 
plication of isoniazid therapy.” 
It may include dermatitis, diarrhea 
and dementia. A scaling erythema on 
the light-exposed areas is character- 
istic of pellagrous dermatitis. Re- 
cently, the aeneiform features of 
isoniazid-induced pellagra have been 
stressed.‘ 2 
 Pellagra can usually be treated 
with a normal diet. However, treat- 
ment of isoniazid-induced pellagra 
|. may, require eessation of isoniazid 
> therapy and dietary supplements of 
niacinamide. To our knowledge, pel- 
lagra has never before been treated 
with topieally applied niacinamide. 
. Therefore; we report a case of iso- 
 — niazid-induced pellagra, in which both 
systemic’ and cutaneous manifesta- 
Se pelt pi a cr Dano a ea 
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Dieally Applied Niacinamide 
Isoniazid-Induced Pellagra 


tions responded to topically applied 
niacinamide. 
REPORT OF A CASE 

A 30-year-old man was admitted to 
Newcastle General Hospital in March 1973, 
with a two-week history of headaches, 
vomiting, increasing confusion, and deteri- 
orating vision. 

A diagnosis of tubereulous meningitis 
was established, and treatment was begun 
with intramuscularly and intrathecally ad- 
ministered streptomycin sulfate, ethiona- 
mide, and isoniazid. His general condition 
improved, but but his mental and neuro- 
logical damage was profound. He was now 
totally blind and had gross weakness and 
ineoordination of his lower limbs. He be- 
came very depressed and apathetic, ate 
less and less, and lost a considerable 
amount of weight. The degree of mental 
impairment was such that a diagnosis of 
organic dementia was made by a consul- 
tant psychiatrist, and it was assumed that 
this was because of organic brain damage 
resulting from vasculitis associated with 
the tuberculous meningitis. 

On June 7, one of us (J.S.C.) was con- 
sulted because of the development of a 
rash on the face and hands. On examina- 
tion he had redness, scaling and some hy- 
perpigmentation of his face and the backs 
of his hands. The signs were asymmetrical: 
the right side of the face and right hand 
were notably more affected than the left 
side. It was discovered that he was nearly 
always placed in a chair with his right side 
turned to the veranda, the door of which 
was often left open, so that both direct and 
glass-filtered sunlight fell on the affected 
skin. Sinee June was an unusually sunny 
month in Neweastle, it was considered that 
this was, at least in part, a light-provoked 
dermatitis. But other signs were present 
that could not be explained so simply. On 
the brow, cheeks, and sides of the nose 
were numerous soft, brownish keratotic 





MRCP: H. McGrath, MB, ChB, MRCP 


plugs, evidently follicular and looking like 
grostesque comedones. These were more 
severe on the right side and gave the rash, 
as a whole, a distinctly acneiform appear- 
ance (Fig 1). The association with wide- 
spread scaling suggested the possibility of 
an unusual lupus erythematosus, possibly 
drug-induced.’ Results of a histological ex- 
amination (Fig 2), and other tests, how- 
ever, did not support this diagnosis, and an 
acneiform reaction to isoniazid was 
thought to be more likely. This reaction 
has been described in previous literature, 
although it is one of the less common reac- 
tions to this drug. This diagnosis, how- 
ever, still left the photodermatitis to be ex- 
plained. It is known that isoniazid may 
produce pellagra-like features in malnour- 


ished patients because of the close sim- 


ilarity of its structure to niacinamide 
(nicotinamide).'* The clinical features of 
pellagra are readily reversed in such pa- 
tients by administration of niacin. At this 
time, our patient was definitely under- 
nourished, and we thought that the general 
clinical picture, together with the cutane- 
ous signs, made a pellagra-like reaction to 
isoniazid the most plausible diagnosis, with 
the acneiform horny plugs as additional 
supporting evidence.‘ It was subsequently 
established that acetylation of isoniazid 
was slow in our patient, and he would 
therefore be more likely to suffer from its 
side-effects than individuals who excrete 
the drug more rapidly. 

It was considered unsafe to discontinue 
therapy with isoniazid, and, since the rash 
had not responded to a variety of other 
topically applied. medications, the possi- 
ble beneficial effect of topically applied 
niacinamide was investigated. Niacina- 
mide was not administered systemically, 
since it was thought that practically all the 
mental and neurological aspects were sat- 
isfactorily explained as being organic 
brain damage resulting from vasculitis as- 
sociated with tuberculous meningitis. At 
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this time, the patient's condition was 
static. No particular urgency was felt re- 
garding the treatment of his pellagra, 
which was considered to be mainly cutane- 





ous and not fully proved. A cream was pre- 
pared as 1% niacinamide in cetomacrogol 
1,000 and, beginning on Aug 23, was ap- 
plied twice daily to the right side of the 


Fig 1.—Scaly red rash of face with gross follicular hyperkeratosis before topical treat- 


ment with niacinamide. 


face and to the back of the right haħd (the 
more affected side). Within séven days, we 
observed a substantial improvement in the 
treated side. Both sides.of the face and 
both hands were then treated; within a few 
days the erythema, scaling, and most of 
the horny plugs had disappeared (Fig). On 
Sept 9, the niacinamide cream was discon- ` 
tinued, to see if the rash recurred. By this 
time, however, the patient's general condi- 
tion had improved noticeably, although no 
change in his systemic medication had 
been made. Whereas for about five months 
he had led a vegetable-like existence, dur- 
ing this period of two to three weeks he be- 
came more alert, even talkative. His eating 
habits improved substantially, and he 
gained weight, clearly making the previous 
diagnosis of permanent organic dementia 
no longer applicable. 


COMMENT 


We realized that absolute proof of 
the role of niacinamide in this case 
would probably never be achieved. 
Nevertheless, we think that percu- 
taneous absorption of niacinamide af- 
fords the most reasonable explana- 
tion for both the clearance of our 
patient’s skin eruption and the 


Fig 2.—Skin biopsy of face at height of eruption showing follicular hyperkeratoses (hematoxylin-eosin, x 80). 
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Fig 3.—Two weeks after beginning topi- 
cal treatment with niacinamide. Only right 
side was treated during first week. Ery- 
thema and scaling were greatly dimin- 
ished, but follicular keratoses still promi- 
nent on left side. 


sudden improvement in his general 
health. It can be shown that ether- 
and water-soluble esters of niacin, 
but not the acid itself, are readily ab- 
sorbed through intact human skin.'* 
An estimated 100 mg of niacinamide 
was applied to the skin daily. Even 
if only 596 of this amount was ab- 
sorbed—which is much less than the 
37% absorption of ethyl nicotinate 
through intact skin found by Cronin 
and Stoughton—this would provide a 
substantial proportion of the daily re- 
quirement of this vitamin.’ Whatever 
the explanation, his general and cuta- 
neous improvement continued, aided 
no doubt by his increased food intake 
and the pervasive, but in this case 
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protective, gloom of August in New- 
castle. 

Six patients who were also on long- 
term therapy with isoniazid were ex- 
amined at this time; of these, one, a 
man of 68, showed slight follicular hy- 
perkeratosis of the forehead similar 
to, but much less severe than, that of 
our patient. This patient, too, was 
thin and apathetic. Two normally 
nourished individuals were treated 
with topical applications of high con- 
centrations of isoniazid in soft paraf- 
fin (50%), in an unsuccessful attempt 
to reproduce the condition of follicu- 
lar keratosis, erythema and scaling as 
seen in our patient. 

Seborrheic-like rashes are fre- 
quently referred to in the literature 
on pellagra; striking follicular plug- 
ging has been a notable feature in 
some such cases and was observed 
long before isoniazid was available as 
a therapeutic agent.*" We have ex- 
amined the sebum excretion rates of 
11 patients who were taking isonia- 
zid, but can detect no marked in- 
crease above normal controls. How- 
ever, groups of rats fed on different 
dosage schedules of isoniazid show 
evidence of increased skin lipid syn- 
thesis when skin biopsy specimens 
are incubated with Glucose “C (Dr. 
Mary Cooper, personal oral communi- 
cation, August, 1974). We point out 
that the patients and rats studied 
were of normal nutritional status, 
and that it is conceivable that a com- 
bination of dietary deficiency of nia- 
cin and isoniazid might be necessary 
to produce the pellagra syndrome 
and, possibly, seborrhea. 

Clearly, it would be of interest to 
measure the sebum excretion rate in 
well-established pellagra and to ob- 
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serve the effects of topically applied 
niacinamide in this disease. The exis- 
tence of entities such as pellagrous 
acne and isoniazid-induced acne has a 
significance that will not be lost upon 
those engaged in research on the 
spontaneous acne and seborrhea of 
puberty. 

We suggest that our patient devel- 
oped a pellagra-like syndrome due to 
metabolic antagonism of niacinamide 
by isoniazid and that the striking fol- 
licular hyperkeratoses were also due 
to this drug. Despite continuance of 
the drug, both features were reversed 
by topically applied niacinamide, and 
the cure was rendered permanent by 
percutaneous absorption of the drug 
and improvement in the general con- 
dition and increased food intake of 
the patient. It is possible that percu- 
taneously absorbed niacinamide may 
have contributed to the latter 
changes also, in an analagous fashion, 
to the beneficial effects observed in 
the treatment of essential fatty acid 
deficiency, in which cutaneous appli- 
cations of sunflowerseed oil were 
even more effective than the same 
doses administered orally." A pos- 
sible explanation of why the right 
side responded first could be the 
higher concentrations achieved lo- 
cally (and rapidly) on the areas 
treated; the beneficial effects 
achieved elsewhere would then be due 
to the smaller percentage of the 
applied niacinamide absorbed percu- 
taneously, therefore taking longer to 
build up to therapeutic levels. 
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tor status. 
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E Seabies Simulatin g Darier Disease 


in an Immunosuppressed Host 


Mitchell A. Anolik, MD, Robert I. Rudolph, MD 


* A patient who had recently had a re- 
al transplant was on a maintenance regi- 
men of azathioprine and prednisone. She 
developed a florid, scaling, papular erup- 
tion clinically identical to Darier disease. 
Biopsy specimens and skin scrapings, 


^ however, showed a scabietic infestation. 


We believe that this highly atypical pre- 
entation, which had several features 
nd in Norwegian scabies, was due to a 
et inflammatory response that per- 


mitted a great proliferation of the mites. 


. (Arch Dermatol 112:73-74, 1976) 


he incidence of human scabies 
fluetuates widely from decade to 


. decade; it now appears that we are in 
-the midst of a scabietic epidemice.'^ 


The common form of scabies—with 
excoriated, erythematous papules and 
nodules; eczematization; impetigini- 


. gation; and burrows—usually does not 


present any difficulty in diagnosis.’ 
However, atypical and uncommon 
presentations of scabies, such as bul- 
lous scabies, may be quite difficult to 
diagnose.*' 

It has been shown that the common 
form of Sarcoptes scabiei infestation 
is due to an immune response elicited 
from the sensitized human host.* Pa- 
tients who have had a renal trans- 


= plant have an iatrogenically altered 
immune apparatus from potent im- 


munosuppressive medications; they 
have been shown to have atypical and 
exuberant presentations of many 
common dermatologic diseases, such 
as verruca and herpes simplex infec- 


ti on. $411 


We will present such a patient, who 


had a most uncommon presentation 


of a common dermatologie disease, 
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viz, scabies. The clinieal and morpho- 
logical features exhibited by this 
woman receiving immunosuppressive 
drugs exactly simulated Darier dis- 
ease. Furthermore, the immunosup- 
pressive agents administered to our 
patient appear to have altered her ca- 
pacity to mount an inflammatory re- 
sponse and to have consequently 
transformed some of the clinical char- 
acteristics of her scabietic infestation 
into those resembling the crusted 
Norwegian type of scabies. 


REPORT OF A CASE 


A 19-year-old woman came to the der- 
matology clinic at the Hospital of the Uni- 
versity of Pennsylvania in November 1974, 
complaining of a mildly pruritic rash of 
two weeks' duration on the lower part of 
her abdomen. Six months previously, she 
had been the recipient of a renal trans- 
plant. After receiving initially high doses 
of immunosuppressive drugs, for the past 
several months she has been receiving 
daily doses of 20 mg of prednisone and 62.5 
mg of azathioprine. 

Physieal examination during her initial 


clinie visit showed numerous guttate, fol- 


lieular and  parafollicular, brownish, 
crusted papules on the lower part of the 
abdomen; on the anterior, lateral, and me- 
dial aspects of the thighs; and in the i ingui- 
nal and axillary regions (Fig 1). The hands 
were free of lesions. There was little or no 
erythema underlying the lesions, and no 
excoriations or burrows were seen. The 
clinical picture, to all who examined the 
patient, was identical to that of Darier dis- 
ease. However, a 3-mm punch biopsy speci- 
men, obtained from the anterior aspect of 
the thigh, showed a normal epidermis with 
a mild lymphocytic perivascular infiltrate 
consistent with a nonspecific dermatitis. 
The patient returned one week later 
with extension of the guttate lesions onto 
the neck, postauricular areas, and shoul- 
ders. Preexisting areas of involvement 
showed confluence of lesions to form large, 
crusted plaques. There was still no er- 
ythema and little eezematization. Another 
3-mm punch biopsy specimen was taken 
from the abdominal wall in an attempt to 
confirm our still-strong impression of kera- 
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tosis follicularis. This bios. spec 
showed several mites and ova in the 
tum corneum and a mild, nonspecifi 
flammatory reaction (Fig 2). No. ;patholog 
ical evidence of Darier disease was noted 
. Examination one week later (two Ww 
after the initial visit) showed a few small 
brown, crusting. lesions on the inte 
phalangeal skin of the hands. Only one a 
two of these lesions looked as if they might ^ 
contain burrows, but microscopical exami- ^. 
nation of the skin scrapings in mineraloil ^. 
from these lesions showed a multitude of. 
adult Sarcoptes organisms, newly hatched >. 
mites, and numerous eggs. At this time, os 
moreover, the patient's mother also com- ^. 
plained of generalized. pruritus and was. 
noted to have the characteristic erythe- 
matous papules and nodules on the torso 
and the burrows in the interphalangeal 
skin of the hands that are so frequently 
seen in the common form of scabies. 
Gamma-benzene hexachloride therapy 
relieved our patient's pruritis within 48 
hours. One week later, no erusts were evi- 
dent, and only brownish macules remained. 


COMMENT 


There are two general manifesta- 
tions of scabies. The more common 
type consists of intensely pruritic, er- 
ythematous papules and nodules on 
the torso, genitals, and extremities, 
with vesiculation along burrows; usu- 
ally, few Sarcoptes mites are recov- 
ered from skin scrapings.‘ The sec _ 
ond, less common type of scabies is _ 
characterized by minimal pruritus, — — 
many lesions with varying numbers 
of dirty-brown scales and crusts, few 
obvious burrows, and a multitude of 
mites in skin scrapings.'?'^ The terms 

“crusted scabies” and Norwegian 
scabies have been suggested for this 
type of picture. — | 

It has been shown that the clinical 
expression of the common. form of 
Sarcoptes infestation ‘is . predomi- 
nantly a result of the immune re- ue us 
sponse elicited by sensitization to the .— - 
Sarcoptes mite. With the aid of intra- - E 
dermal skin tests of Sarcoptes exe 
tracts and serial sections of issue! T. 










Que ee 





Fig 1.—Greasy follicular and parafollicular papules on lower part of abdomen. 





Fig 2.—Several mites in stratum corneum 
(hematoxylin-eosin, original magnification 
x 135). 


taken from areas surrounding bur- 
rows in experimentally infested sub- 
jects, Mellanby showed that Sarcoptes 
infestation activates the immune ap- 
paratus of the human host.* More re- 
cently, Hancock and Ward showed 
that subjects infested with the Sar- 
coptes mite have elevated levels of IgG 
and IgM." Moreover, in 1920, Warbur- 
ton noted that the burrows "seem to 
be directly attributable to the Sar- 
coptes, but the other complications 
which so frequently attend severe 
scabies must be regarded as second- 
ary.” It is likely that the manifesta- 
tions exhibited by the uncommon 
“crusted” form are the result of an 
altered immunological status, which 
ereates a favorable milieu for the 
growth of the mite. '*'* 
Immunosuppressive agents have 
been shown to alter immune re- 
sponses.” Therefore, patients with 
renal transplants, who are in a thera- 
peutically induced state of immuno- 
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suppression, would be expected to 
have modified forms of diseases 
known to be immunologically medi- 
ated. 

Our patient, who was in such an im- 
munosuppressed state, had an infes- 
tation with some of the character- 
istics of Norwegian scabies, such as a 
multitude of mites and ova on skin 
scrapings, a minimal degree of in- 
flammation and pruritus, dirty-brown 
crusts coalescing to form plaques, and 
extension of lesions to unusual sites. 
The erythematous, excoriated papules 
and nodules on the torso and thighs so 
frequently seen in the common form 
of scabies were conspicuously absent 
in this case. We propose that, in this 
case, the high degree of immuno- 
suppression consequent to the admin- 
istration of systemic steroids and 
azathioprine resulted in a muted in- 
flammatory response that prepared 
the way for a condition similar to the 
uncommon, crusted form of scabies. 

The similarity of this patient's skin 
lesions to those seen in Darier dis- 
ease, moreover, was quite remark- 
able. The greasy, yellow-brown, fol- 
licular and parafollicular, crusted 
papules, which often coalesce to form 
crusted plaques, have been described 
as distinctive of Darier disease. Little 
or no differential diagnosis for Darier 
disease is given in some standard 
textbooks.'*'* The lesions of our pa- 


tient had all the descriptive qualities ' 


usually reserved for lesions of kera- 
tosis follicularis. The localization of 
lesions in the postauricular and neck 
regions and in the axillary, peri- 
umbilical, and inguinal areas also 
heightened our suspicion that this 


was a case of keratosis follicularis. 

The sudden onset of lesions simulat- 
ing Darier disease in a patient receiv- 
ing immunosuppressive drugs should 
lead one to consider the likelihood of 
S scabiei infestation. Multiple skin 
scrapings should be obtained to con- 
firm the diagnosis; if these are unre- 
warding, biopsies should be per- 
formed. 


Nonproprietary Name 
and Trademark of Drug 


Azathioprine—-/muran. 
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.* A 78-year-old woman with Parkinson 
disease developed tense bullous lesions 


^ enthe chest, arms, and in the groin that 


were diagnosed as bullous pemphigoid. 
Histologic examination, as well as immu- 
nofluorescence tests, confirmed this di- 
agnosis. The possibility of a drug-induced 
disease was considered because she was 


“taking seven different medications. Furo- 


semide (Lasix) was suspected primarily. 
Complete clearing occurred with predni- 
sone therapy, but readministration of furo- 
semide resulted in bulla formation. 

(Arch Dermatol 112:75-77, 1976) 






h Dermatol—Vol 112, Jan 1976 





Occurrence of Bullous Pemphigoid 


E ' Aft er Furosemide Therapy 


Miehael J. Fellner, MD, James M. Katz, MD 


T August 1970, Bean et al de- 
scribed an 11-year-old child who 
developed bullous pemphigoid follow- 
ing therapy with salicylazosulfapyri- 
dine (Azulfidine), diphenoxylate hy- 
drochloride, and atropine sulfate. 


They suggested that drug-induced 


antibodies perpetuated the reaction 
in an allergic manner. This was one 
of the first reports that called atten- 
tion to drugs as possible precipitating 
factors in the onset of bullous pem- 
phigoid. We have observed similar ef- 
fects in a 78-year-old woman with 
Parkinson disease, and we present 
our findings to emphasize that, in 
some instances, drugs are related to 
the onset of bullous diseases. Ques- 
tioning for overt and covert exposure 
to chemicals should be routine in 
cases of bullous eruptions. 


REPORT OF A CASE 


A 78-year-old woman was admitted to 
Bird S. Coler Hospital for long term care 
because of a 40-year history of Parkinson 
disease. She had undergone a surgical pal- 
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lidectomy in 1959 and adieu: a Pree = 

remission for some time. However, with 
recurrence of symptoms. and. progressive 
inability of the patient to eare for her- 
self, she began receiving 8 mg of tri- - 
hexyphenidy! hydrochloride (Artane) by 
mouth. In December 1973, the patient de- 
veloped a urinary tract infeetion, and was 


treated with 500 mg of ampicillin four . : 


times a day for seven days. 


In addition, the patient began receiving - | 


the following medications for congestive 


heart failure: 40 mg of furosemide (Lasix) .- 


every day, by mouth, and 10 ml of potas- 
sium chloride twice a day, by mouth, She 
also received multivitamins, 100 mg of 
thiamine twice a day, 5 mg of diazepam. 
(Valium) every day, two bisacodyl (Dulco- - 
lax) tablets every day, and 65 mg of pro- 
poxyphene hydrochloride (Darvon) every 


six hours, as necessary. A pruritie, gener- — 
alized, maculopapular eruption was noted ^ 
on Jan 21, 1974, about three weeks after ^ 
ampicillin therapy was discontinued. She © 
received 50 mg of diphenhydramine hydro- -= 
chloride (Benadryl) to allay pruritus, and = 
her condition improved. A dermatology - oe 
consultation was first requested in June -> 
because physicians on her ward again nœ —' 


ticed a pruritic maculopapular eruption on 


the chest and back. Examination by one of — 
us (M.F.) revealed a maculopapular erup- = 


tion on the chest, arms, and back. The- 
diagnosis was a drug-induced maculopapu- 
lar eruption. Of all the drugs she was ta 
ing, furosemide was considered to be t 
most likely provocation. Topical treatm 
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Fig. 1.—Large tense bullae on erythe- 
matous serpiginous bases on anterior 
chest wall. _ 





Fig 2.—Fluorescence staining revealing 
a linear band. Direct stain shows IgG at 
dermoepidermal junction (original magni- 
fication x 160). 





Fig 3.—Subepidermal bulla with numer- 
ous eosinophils (hematoxylin-eosin, origi- 
nal magnification x 40). 


with 0.1% triamcinolone acetonide, as well 
as 50 mg of diphenhydramine hydrochlo- 
ride twice a day, was recommended and 
used. Furosemide was discontinued and 
hydrochlorothiazide (Hydrodiuril) was sub- 
stituted for diuresis. Four days later, the 
patient returned with a severe bullous 
eruption in the same area where the mac- 
ulopapular lesions had been previously. In 
addition, bullae were now noted in the 
groin. The- bullous lesions were tense and 
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occurred on erythematous bases (Fig 1). 
The mucous membranes were not involved. 
The clinical appearance was that of bullous 
pemphigoid. Laboratory values included 
the following: hemoglobin, 14.4 gm/100 ml; 
hematocrit, 40%; and white blood cell 
count, 11,000/cu mm. Urinalysis was nor- 
mal, antinuclear antibody test was nega- 
tive, and a blood chemistry study using an 
automated multiple analysis system was 
within normal limits. Several punch biopsy 
specimens were obtained from the bullous 
areas and submitted for histopathologic 
analysis, as well as for fluorescence micros- 
copy and for sectioning and study by elec- 
tron microscopy. The patient began taking 
50 mg of prednisone daily, but the eruption 
worsened. Subsequently, when 100 mg of 
prednisone was given daily, the lesions be- 
gan to clear. The dose was tapered to 70 
mg daily when almost all of the lesions had 
cleared. The patient continued to do well. 
When the dosage was dropped to 50 mg 
daily, one new blister appeared on the 
breast. Trihexyphenidyl was continued as 
the only essential medication, while the 
other medications were discontinued. 
Prednisone dosage was tapered and finally 
discontinued in October 1974, when the le- 
sions cleared completely. Because of the 
need for continued diuretic therapy, daily 
furosemide therapy was begun again. Ten 
days later, she developed a fresh bulla on 
the right thigh. At the present writing, the 
patient is under continued observation, 
and furosemide therapy is being discon- 
tinued. 


RESULTS 


Fluorescein-labeled anti-IgG and 
other reagents were used for fluores- 
cence testing. The fluorescein-protein 
ratio was 2.9ug/ml, antibody con- 
centration was 10 mg/ml, and the 
dilution used varied from 1/4 to 1/8. 
Blocking was carried out with non- 
fluorescein-labeled antiserum fol- 
lowed by fluorescein-labeled material. 
Tissue was quick-frozen in liquid ni- 
trogen for three minutes and cut 
within two days at 2u to 4u in a cryo- 
stat. For indirect staining, a guinea 
pig esophagus was used. 

On direct staining with fluorescein- 
labeled IgG and C3, a linear band was 
discovered at the basement mem- 
brane. This was completely removed 
by blocking (Fig 2). No staining was 
seen with IgM. IgG also could be 
clearly seen, deposited at the base- 
ment zone around the sweat glands in 
the dermis. Indirect staining on 
guinea pig esophagus was positive, 


with fluorescein-labeled anti-IgG at 
the basement membrane. An inter- 
cellular stain was positive at a 1/20 
dilution with IgG. A fluorescent mi- 
croscope was used, with a BG 12 exci- 
ter filter and No. 50 barrier filter. A 
high speed film, ASA 400, with special 
processing was used. After hema- 
toxylin-eosin staining, examination 
of the histopathologic features re- 
vealed a subepidermal bulla with @ 
heavy infiltrate of eosinophils con- 
sistent with the diagnosis of bullous 
pemphigoid (Fig 3). 


COMMENT 


The finding of a band at the der- 
moepidermal junction, demonstrated 
by direct staining with fluorescein-la- 
beled anti-IgG, supports the clinical 
diagnosis of bullous pemphigoid. We 
also found intercellular staining on 
indirect examination as has been re- 
ported by others.** The histologic 
examination revealed a subepidermal 
bulla consistent with bullous pemphi- 
goid. Rechallenge with furosemide, 
with development of a fresh bulla, 
strengthens the previously suggested 
belief that drugs are related to bul- 
lous pemphigoid.'? Differences be- 
tween our case and the case reported 
by Bean et al were as follows: (1) 
Their case was bullous from the on- 
set and ours began as a drug-induced 
maculopapular eruption. (2) Their 
case involved an ll-year-old child, 
while our patient was a 78-year-old 
woman. 

In recent years, there have been 
several reports in the literature on 
the occurrence of bullous diseases fol- 
lowing therapy with certain drugs. 
Bullous pemphigoid in the 11-year-old 
boy followed use of salicylazosulfapyr- 
idine.' In 1971, Fincher et al reported 
the youngest case of childhood pem- 
phigoid in a 24-year-old boy who was 
taking penicillin V. Bart and Bean 
reported a case of bullous pemphigoid 
following treatment of actinic kera- 
tosis with topically applied fluoroura- 
cil.^ These cases lend credence to the 
possibility of drug-induced bullous 
pemphigoid. In our case, furosemide 
might have played an active part in 
the bullous response. We have noted 
previous reports of specific bullous re- 
actions to orally administered furose- 
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ide d * Gibson and Blue m a 
65-year-old man who was treated for 
.. eengestive heart failure with .25 mg 
of digoxin and 40 mg of furosemide 
F who subsequently developed a macu- 
lopapular rash in the antecubital 
fossae that progressed to a bullous 
< eruption over the arms, wrists, thighs 
and ankles.’ This is similar to the 
events in our case. Although they 
— ^... galled the bullous reaction erythema 
multiforme and described bullae, no 
histologic findings or fluorescence 
examination results were reported, 

- leaving open the question of the im- 
«.. . munopathologic findings. In addition, 
.— . Ebringer et al reported a case of 
-—'  . bullous pemphigoid in a 65-year-old 
¿> patient that was associated with 








1. Bean SF, Good RA, Windhorst DB: Bullous 
^. pemphigoid in an 11-year-old boy. Arch Derma- 
-" toi 102:205-208, 1970. 

i es 2. Chorelski TP, Maciejowski E, Tablonska S, 
—. o5. 8t ak Coexistence of pemphigus | and bullous 
pu UT pemphigoid. Arch Dermatol 109:849-853, 1974. 

à 505.8. Cram DL, Griffith MR, Fukuyama K: Pem- 
phigus-like antibodies in cicatricial pemphigoid. 
Arch Dermatol 109:235-238, 1974. 

4, Barranco VP: Mixed bullous disease. Arch 












orally administered furosemide.’ The 
patient had a history of chronic bron- 
chitis and congestive heart failure. He 
was digitalized and began receiving 
diuretic therapy with 40 mg of furo- 
semide every day. Subsequently, the 
dose of furosemide was increased to 
120 mg/day when the patient devel- 
oped multiple bullae on the dorsa of 
both hands and on the extensor as- 
pects of the fingers of both hands. 
Biopsy specimens of the lesions 
showed subepidermal bullae with eo- 
sinophils that were interpreted as 
bullous pemphigoid or erythema mul- 
tiforme. | 

In our patient, rechallenge with 
furosemide therapy produced new le- 
sions, increasing the suspicion that a 
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Incomplete Sentence and Wrong Temperature.—In the arti- | 





The sentence beginning at the bottom of page 1307 and — 
continuing on page 1308 should have read "A 1095 W/V- 
suspension of tissue collected from nodules on the patient's . 
fingers and hands was made in medium 199 supplemented 
with 0.5% bovine serum albumin." | 

On page 1311, the last line in column 2, should have read 
"stored at —70 C for several months," not 90 C. 
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cle, "Milker's Nodules: Pathogenesis, Tissue Culture, Elec- 
tron Microscopy, and Calf Inoculation,” published in the 
October ÁncuivES (111:1807-1311, 1975), two errors oc- 
curred, 
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ired Hepatic Cutaneous Porphyria 


_ K. Keezkes, MB, ChB, MRCP (Ed), D. J. Barker, MA, MB, BChir 


vo W9AÀ 60-year-old woman with a three- 
à year history of an acquired hepatic cuta- 
neous porphyria was discovered to have 
NE M porphyrin-producing malignant hepa- 
o0: tema. An attempt was made to treat her 
^... With fluorouracil perfused through a he- 
-patic artery catheter. It did not produce 
^ shrinkage of the tumor, but the patient 
. ".remains alive and ambulant a year after 
~~ the infusion, although her skin lesions 
(scarring, bulla formation, and hyper- 


E pigmentation) on the fingers, back of 


-< hands, and face persist and she contin- 
5; ues to excrete abnormally high quantities 
- of porphyrin in her feces. 

— (Arch Dermatol 112:78-82, 1976) 


| W e know of seven reports of the 
association between hepatic tu- 

^ mors and porphyria. Hamminga’ in 
...: 1951 described the case of a 78-year- 
` "old woman with a light-sensitive der- 
< matosis, large nodular liver, and in- 
Tue creased. quantities of porphyrins in 
her urine (no details of these were 
given in the report and porphyrin lev- 
< els were not estimated in the feces), 
i without evidence of porphyrin pro- 
uction in the liver. In 1957, Tio et al? 
eported a case of acquired porphyria 
ue to a benign hepatoma, without 
nderlying cirrhosis. Their patient 
"had consistently elevated urinary and 
fecal porphyrin levels before surgical 
emoval of the tumor; thereafter, por- 
hyrin le levels returned to normal both 
















Accepted fof publication Feb 24, 1975. 

z he Department of Dermatology, Hull 
i Royal Infirmary, Hull, England. . 

| Reprint requests to ‘Department of Dermatol- 
i2; egy, Hull Royal Infirmary, Hull, HUS3 232, 
^^ England Qr a 


Li Arch Dermatol—Voł 112, Jan 1976 





in the urine and feces. The hepatoma 
showed strong red fluorescence under 
Wood light. Berman et al (1959)? re- 
ported the cases of 11 patients with 
porphyria cutanea tarda (PCT), hep- 
atocellular carcinoma, and cirrhosis 
among 110 cases of PCT under their 
care, in one of which the tumor tissue 
showed red fluorescence under Wood 
light. All 11 patients had increased 
quantities of porphyrin in their urine. 
No mention is made of porphyrin lev- 
el estimations in their feces. Von 
Klotz et al (1968)* discussed iron me- 
tabolism in seven patients with PCT 
under their care and mentioned one 
of them, a 61-year-old male alcoholic, 
who had carcinoma of the larynx and 
primary hepatic carcinoma. Unfortu- 
nately, no details are given of por- 
phyrin studies or of the hepatic carci- 
noma. Denk and Holzman (1969) 
gave an account of two patients with 
PCT. One of them, an 81-year-old, 
nonalcoholic woman with no previ- 
ous history of liver disease, developed 
primary hepatic carcinoma. She had 
greatly elevated urinary porphyrin 
levels. Fecal porphyrin levels were 
not studied. At autopsy, the liver tis- 
sues showed noticeable red fluores- 
cence with ultraviolet exposure. The 
other patient, an 80-year-old man, 
was diagnosed as having cancer of 
the prostate three years before the 
development of PCT and was treated 
with estrogens. About six months be- 
fore developing PCT, he developed 
carcinoma of the right ear that was 
treated with radiotherapy. His liver 
was clinically enlarged (metastases), 
and urinary porphyrin levels were 





lignant Hepatoma Associated With 


very elevated. Fecal porphyrin values 
were not studied; liver tissues were 
not studied histologically or with ul- 
traviolet light. Thompson et al (1970) 
gave an account of a case of cutane- 
ous porphyria due to a malignant pri- 
mary hepatoma without underlying 
cirrhosis in a 77-year-old woman. This 
patient initially had normal copro- 
porphyrin values but greatly ele- 
vated uroporphyrin levels in the urine 
and slightly raised coproporphyrin 
and protoporphyrin levels in the 
feces. À biopsy specimen from the he- 
patic tumor showed strong red fluo- 
rescence with ultraviolet light. After 
infusion of fluorouracil, there was a 
rise in porphyrin excretion in the 
urine and feces (mostly coproporphy- 
rin) lasting for a few days only. The 
patient remained photosensitive af- 
ter the infusion, continued to have 
raised porphyrin excretion in urine 
and feces, and died four months later. 
Rimbaud et al (1973) reported the 
cases of two men, aged 68 and 63 
years, respectively, with a history of 
chronic alcoholism with PCT. One of 
them had primary carcinoma of the 
liver and excreted increased amounts 
of uroporphyrins and coproporphyrins 
in the urine. He died three months af- 
ter the appearance of skin lesions. 
The other patient had a pneumo- 
nectomy five months before the onset 
of skin lesions for bronchial cancer. 
He had gross hepatomegaly and sple- 
nomegaly and excreted increased 
amounts of uroporphyrins and cop- 
roporphyrins. He died two months 
after the appearance of cutaneous 
lesions. Fecal porphyrin levels were 


Hepatoma & Porphyria—Keczkes & Barker 








Fig 1.—Coarse features, hyperpigmen- 
tation, hypertrichosis, and scarring on 
face, and hyperpigmentation, bullae, and 
scars on backs of hands and fingers. 


not measured in either of them and 
hepatic tumor tissues were not exam- 
ined for fluorescence with Wood light. 

We report what we believe is the 
tenth instance of this rare combina- 
tion. 


METHOD 
Urine 


In this method, coproporphyrin and 
coproporphyrinogen are first extracted by 
ether containing acetic acid. Coproporphy- 
rinogen is oxidized to porphyrin by shak- 
ing the solution with dilute iodine. The to- 
tal coproporphyrin is then transferred to 
5% hydrochloric acid and quantitated 
spectrophotometrically using a formula to 
correct for absorbing impurities. Uro- 
porphyrin is removed from the residual 
urine, plus washings of the ether phase 
by adjusting to pH 1.5 and shaking with 
cyclohexanone. After addition of light 
petroleum, it is transferred to 5% hydro- 
chlorie acid and quantitated spectrophoto- 
metrically using a correction formula as in 
the case of coproporphyrin. 


Feces 


In this method," ether soluble porphyrins 
and porphyrinogens are extracted by ether 
containing acetic acid. Porphyrinogen is 
oxidized to porphyrin by shaking with a di- 
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Fig 2.—Hyperpigmentation, bullae, 
scars, and milia on backs of hands and 
fingers. 
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Fig 3.—Microscopic view of hepatoma 
showing distortion of hepatic architecture 
with pleomorphism of hepatocytes and in- 
creased mitotic figures (hematoxylin- 
eosin, original magnification x 23). 


lute solution of iodine. Coproporphyrin is 
then extracted by 0.1N hydrochloric acid. 
These acid extracts are then quantitated 
spectrophotometrically using a correction 
formula. 


REPORT OF A CASE 


The patient, a 60-year-old woman, first 
came to the Dermatological Department of 
the Hull Royal Infirmary in February 1970. 
She complained of facial erythema and 
skin fragility with blistering on the backs 
of both hands, dating back to the previous 
August, that was aggravated by exposure 
to sunshine. She gave no history of exces- 
sive alcohol intake or ingestion of estro- 
gens or other drugs associated with por- 
phyria. There was no history of symptoms 
suggestive of attacks of acute intermittent 
porphyria. 

On examination, she had irregular pig- 
mentation, bullae, and scarring on the 
backs of both hands, fingers, and on her 
face. Milia were grouped around the 
knuckles (Fig 1 and 2). 

A clinical diagnosis of some form of he- 
patic cutaneous porphyria was made. Por- 
phyrin studies were performed with the 
following results: urinary uroporphyrin 
level, 4ug/24 hr; urinary coproporphyrin 









Fig 4.—Hepatoma showing intensive 
red fluorescence under Wood light. 





Fig 5.—Hepatic arteriogram showing 
outline of hepatoma, getting its entire 
blood supply from hepatic artery. 


level, 108ug/24 hr (normal uroporphyrin 
level, 5ug to 20ug/24 hr*; normal copro- 
porphyrin level, 134ug + 42ug/24 hr); fe- 
cal coproporphyrin level, lO08ug/gm of 
dry weight; and fecal protoporphyrin level, 
129ug/gm of dry weight (normal copro- 
porphyrin level, 0 to 20ug/gm of dry 
weight*; and normal protoporphyrin level, 
0 to 30ug/gm of dry weight). Chemical 
screening of the red blood cells was nega- 
tive for erythropoietic protoporphyria.* 
The serum showed orange-colored fluores- 
cence in ultraviolet light. 

The liver was not palpable and liver 
function tests were normal. Liver scan 
showed a small liver with one or two areas 
of low density. 

Treatment with oral doses of anti- 
histamines, local corticosteroids, and topi- 
cal applications of sunscreening agents 
was initiated. This was of some benefit, 
but blisters continued to appear on the fin- 
gers, hands, and the.face. In May 1971, 
metabolic alkalinization-was attempted. 
She was put on a regimen of sodium bicar- 
bonate, 1 gm four times daily. This made 
little difference to her. illnéss‘and in Au- 
gust 1971, her skin lesions became more 
severe and extensive on the sun-exposed 
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Table 1.—Levels of Urinary and Fecal Porphyrins, Alkaline Phosphatase, Total Bilirubin, 
y : Urine ~~ Feces 


. Coproporphyrin, Uroporphyrin, Coproporphyrin, Protoporphyrin, 
u9g/24 hr ug/24 hr ug/ gm of Dry Weight ug/ gm of Dry Weight 
. 96 45 X 


Date . 
1/25/74 














1/27/74 149. 49 

1/28/74 130 328 
1/30/74 312 41 

2/6/74 193 | 475 
2/1/74 | 78 20 ae 5 
2/8/74 ^ — 21 18 180 277 
2/9/74 ` : 91 |. 83 192 287 





dl 2/2/74 55 17 queam | e 
aie a E ge 153 235 * 
(d 2/15/74 204 34 on i 
2/19/74 22 16 201 483 
3/18/74 115. |. 22 130 368 
4/4/74 181 51 249 449 
4/11/74 118 34 118 390 
4/27/74 152 39 | 
9/6/74 60 7 69 86 
12/11/74 l 122 57 108 460 
Normal meeen | 
values? 134 + 42 5-30 0-20 0-30 
areas (face, backs of hands, and fingers). Routine liver function tests were normal rum glutamic pyruvic transaminase value 
She was admitted to the hospital for a fort- ^ but there was some retention of sulfobro- ^ was elevated during perfusion (maximum, 
night, during which 2,000 ml of blood was mophthalein sodium (17% at 45 minutes). 116 units/liter). Liver function tests other- 
removed by repeated venesections. After  a-Fetoprotein was not detected in the se- wise remained normal throughout. Prior to 
this, her skin lesions improved but she con- rum; on scanning, the liver appeared perfusion, porphyrin levels were as fol- 
tinued to produce slowly healing blisters smaller than in 1970, though with de- lows: urinary uroporphyrin level, 49ug/2A 
on her fingers and hands with the slight- creased uptake of the isotope over the hr; urinary coproporphyrin level, 149ug/24 
^ est trauma. Exposure to sunshine always right lobe. A clinical diagnosis of hepatoma hr; fecal coproporphyrin level, 130ug/gm of 
made these skin lesions worse. Sodium bi- ^ was made. dry weight; and fecal protoporphyrin level, 
= carbonate therapy was stopped in Febru- In December 1973, a laparotomy was 328ug/gm of dry weight. During and after 
- ary 1973. In August 1973, she became de- performed. A large vascular, chocolate-col- perfusion, there was no noticeable eleva- 
pressed and was put on a regimen of ored tumor was identified, spreading pos- tion of porphyrin levels (Table 1). 
amitriptyline hydrochloride, 25 mg four teriorly from the right lobe of the liver. It There was no shrinkage in the abdomi- 
times daily, with improvement resulting. was not resectable. The left lobe of the ^ nal mass after perfusion but her hemoglo- 
-  Feeal coproporphyrin and protoporphy- liver appeared normal. Biopsy disclosed a bin value fell to 7.1 gm/100 cu em, and she 
rin levels remained persistently elevated, hepatoma of low-grade malignancy (Fig ^ was transfused by 3 units of whole blood. sd 
.. although urinary coproporphyrin and uro- 3). Her recovery from the laparotomy was She felt stronger and better after it, and 
^ porphyrin levels were always within nor- uneventful. her hemoglobin value rose to 10.6 gm/100 
mal limits. | A second piece of hepatoma tissue ob- ^ cu cm. Her skin lesions have not changed 
.. In October 1973, her clinical condition tained by percutaneous liver biopsy after perfusion, and she continues to have 
-' deteriorated. Blisters became more numer- showed intensive red fluorescence when bullae on the fingers and hands aggravated 
- ous on sun-exposed areas and the skin be- examined microscopically with an ultravio- by trauma and exposure to sunlight. She 
-> eame thickened and hyperpigmented on let light source (Fig 4). still feels depressed but has remained am- 
=: her face, making her features coarse. She It was decided to treat the patient with ^ bulatory as of February 1975. Her latest 
.. had generalized malaise and depression. A fluorouracil. A preliminary selective arte- ^ complaints are of a "dragging-type" of ab- 
large abdominal mass was palpable in the — riogram, performed through the right fem- dominal pain that ceases to trouble her 
. 7 right hypochondrium and was identified as oral artery by the Seldinger technique, when she is lying on her back. After perfu- 
^^ the right lobe of the liver. She became ane- confirmed that the tumor obtained its en- sion, the urinary porphyrin levels re- 
mie (hemoglobin level, 9.9 gm/100 cu em). — tire blood supply from the hepatic artery mained within normal limits and the fecal 
. Results of porphyrin studies were as fol- ^ and was highly vascular (Fig 5). The he- levels remained elevated (Table 1). The 
lows: urinary uroporphyrin level, none de- patic artery catheter was left in situ, and only treatment she is receiving after the 
tected; urinary coproporphyrin level, lóug/ fluorouracil in saline was perfused through perfusion is amitriptyline hydrochloride, 
24 hr; fecal coproporphyrin level, 665ug/ it. In two courses of treatment starting on 25 mg four times daily for her depression, 
gm of dry weight; and fecal protopor- Feb 4, 1974, a total of 13.25 gm was given. and local corticosteroid preparations for 
< o. phyrin level, 750ug/gm of dry weight. The treatment was well tolerated. The se- the skin lesions. . 
i: e 








nine Aminotransferase During and After Perfusion 














Plasma 
i 
Alkaline Phosphatase, Total Bilirubin, Alanine Aminotransferase 
ng Ametrong Units/100 mi mg/100 mi International Units/Liter (37 C) 
8 0.7 28 
8 0.4 24 
a 8 0.4 24 
Cees 0.3 27 
a MN. 0.4 | 21 
M 7 0.5 | 21 
og 0.2 | 56 
doe 9 0.3 116 
Mc 2E 6 0.4 22 | 
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COMMENT 
The association of porphyria with 


- hepatic tumors is rare. In our search 


of the literature, we could only find 
seven reports, describing nine cases 
altogether (Table 2), exeluding our 
own ease. Of the nine cases reported, 


one was a benign hepatoma, five were | 


primary hepatic carcinomas/hepato- 
mas, and three were metastatic carci- 
noma of the liver, associated with the 
clinical and biochemial symptoms and 
signs of PCT. All patients were older 
than 60 years of age; four were 


“women and five were men. Four of 
> the patients were known to be alco- 
.. holies and three had cirrhosis of the 


liver. All had raised urinary porphy- 
rin excretion. Fecal porphyrin excre- 
tion was raised in two patients but 
was not estimated in the remaining 
seven. One benign hepatoma and two 
malignant hepatomas showed red 
fluorescence when examined with ul- 
traviolet light; the other tumors 
were not examined. One patient with 
metastatic carcinoma of the liver was 
receiving estrogens for prostatic car- 
cinoma. 

Porphyria cutanea tarda is a well- 
recognized associate of cirrhosis, both 


With and without the occurrence of 
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hepatic tumors.'*' Qur patient 
shows the characteristic cutaneous 
manifestations associated with exces- 
sive hepatic porphyrin formation— 
photosensitivity, excessive fragility 
of the skin, hyperpigmentation, and 
hypertrichosis. She does not show, 
however, macroscopic or biochemical 
evidence of cirrhosis, but tissue from 
portions of the liver uninvolved by 
the hepatoma have not been available 
for study. Despite the late onset of 
her disease and clinical presentation, 
our patient does not have PCT chem- 
ically, as her urinary porphyrin excre- 
tion has always remained within nor- 
mal limits. 

The persistently raised fecal por- 
phyrin level would be compatible with 
erythropoietic protoporphyria and 
porphyria variegata. It would be un- 
likely, however, for erythropoietic 
protoporphyria to occur at the age of 
60 years. It has been demonstrated 
also that the excess porphyrin did not 
originate in the erythropoietic sys- 
tem, and hepatoma tissue showed in- 
tense red fluorescence when exam- 
ined microscopically with ultraviolet 
light, indicating the presence of ex- 
cess porphyrin. On the available por- 
phyrin data, chemical differentiation 
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the hereditary forms (for. instance 


















from TT variegata ORO. 
roporphyria) ean not .be* made 
though the late onset.of sympto 
and the presence of the hepatom; 
would not favor that diagnosis. 

The patterns of porphyrin excre- 
tion in the hepatie cutaneous por-: 
phyrias are variable. In many cases of 





porphyria variegata),:there is ar 
rocal relationship between urina 
and fecal porphyrins "éxerete 
latter being predominant 4 
missions and the opposite ` 
during acute exacerbations. Mm | 
acquired forms, the pattern does n nó | 
seem to be so specific. In patients — 
in whom the condition is apparently __ 
"latent" and who excrete increased 
amounts of porphyrin in the feces 
without raised urinary porphyrin lev- — . 
els or overt symptoms of the disease, 
one can assume that the hepatic fune- 
tion remains good, so all the excess = 
porphyrin is excreted via the biliary 
route.'? This may well be the explana- 
tion of the unusual porphyrin excre- 
tion pattern found in our patient. The. 
porphyrin excretion of our patient is 
similar to the one reported by Wells 
and Rimington in 1953.5 Finally, 
we would note that Waldenstrom 
(1957)," in discussing the porphyrias 
associated with hepatie tumors, sepa- 
rates them from true PCT. 

The sex distribution in the ten re- 
ported cases is equal. Some authors, 
like Berman et al? and Rimbaud et al 
remark on the high incidence of alco- 
holism in these cases. Of the ten, this 
was so in only four (40%). Kordae,^ 
reviewing the records of 342 patients 
with PCT reports that 65 of them = 
died during the 17-year follow-up. Of | 
those, 36 had had autopsies. In 63.9% — 
of these patients, liver cirrhosis was — 
found, and in 47.2% hepatocellular - 
carcinoma was noted in the cirrhotic 
regions. He speculates on the impor- 
tance of the abuse of alcohol and a 
disturbance of iron metabolism due to 
increased resorption of iron by the in- 
testine, giving later rise to hemochro- 
matosis. In hemochromatosis, the oc- 2r 
currence of hepatocellular carcinoma 
fluctuates between 7% and 20%. Kor- 
dac also remarks that alcohol abu 
and disturbance of iron ` métabol: 
cannot be demonstrated in al 






















| Table 2.— Case Reports of Porphyria and Hepatic Tumors 


Porphyrin 
Levels - 


. ; Alcohol! Drug Fluorescence of 
" B ‘Source Age, yr/Sex Type of Tumor Use Use Cirrhosis Urine Feces Hepatic Tumors 
1. "Haminga (1951)! 78/F  ? Metastatic None None ? Raised ? Not examined 
2 Tie etal (1957)? 80/F Benign hepatoma None None None Raised Raised Strong red 
| i. | fluorescence 
3 "Berman et ai |. . ?/M Hepatocellular Yes None Yes Raised ? Red fluorescence 
B .(1959)5 carcinoma 
.4 Von Klotz et al 61/M X Primary hepatic Yes None ? Raised ? ? 
(19684 | carcinoma 
5 Denk and Holzman | 81/F Primary hepatic None None None Raised ? Liver showed red 
(1969j5 carcinoma fluorescence, 
eo | | tumor not examined 
6- Denk and Holzman 80/M Carcinoma of None Estrogens None Raised ? Not examined 
(1969)5 prostate with 
? metastases 
7 Thompson et al 77/F Malignant None None None Raised Raised Tumor showed red 
 (1970)5 | primary hepatoma fluorescence 
8 Rimbaud et al 68/M Primary hepatic Yes None Yes Raised ? Not examined 
{19737 carcinoma | | | 
9 Rimbaud et al 63/M | Bronchogenic Yes None Yes Raised 1 Not examined 
(1973y carcinoma with 
liver metastases 
10  Keczkes and Barker 60/F Malignant None None None Normal Raised Strong red 
(1975) hepatoma fluorescence 


.. tients. In the ten reported cases (in- 
cluding our own), there was evidence 
of cirrhosis in only three (3095). Fi- 
nally, of the patients in these re- 
ported cases, only one received es- 
trogens (10%) for carcinoma of the 
prostate before the onset of PCT and 
hepatic metastases. We think surgical 
removal of primary hepatic tumors 
(benign or malignant) should be the 
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first choice of treatment if possible. 
In cases like our own, where surgical 
removal is impossible, perfusion of 
fluorouracil through a hepatie artery 


 eatheter is a reasonable alternative 


treatment, prolonging the patient's 
life with little discomfort and side-ef- 
fects during and after perfusion. 


I. Mason, FRCS, performed the laparoto- 
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a Delayed Purpuric Reaction 





. Following Superficial Dermabrasion 


William C. Fritsch, MD; Randall R. Maharry, MD; West A. Clabaugh, MD 


::* A hemorrhagic reaction of unknown 
ya . cause can occur approximately five 

weeks after superficial dermabrasion of 
tattoos. This reaction may lead to alarm in 
the patient and possibly to increased 
scarring in the area treated. Intralesional 
corticosteroid injections have sped reso- 
lution. it is wise to forewarn patients of 
this potential complicaton of tattoo der- 
mabrasion. 

(Arch Dermatol 112:83-85, 1976) 


Dm using a high speed 
rotary tool, is a useful method of 
treating selected cutaneous disorders. 


It has been used in such conditions as 


aene scars, tattoos, epidermal nevi, 
~~ nevocytie nevi, actinic keratoses, and 
- Others. Since the results are not 
perfect and since there are several 
complications, these matters need to 
be fully understood by the physician, 
so that the patient ean be forewarned 
and brought into the decision-making 
process. Several complieations have 
been described, including postopera- 
tive hemorrhage, pain, scarring, hypo- 
pigmentation, ^ hyperpigmentation, 
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milia, transitory erythema or eczema, 
bacterial or viral superinfections, and 
photosensitivity. One uncommon com- 
plieation, delayed purpura, has not 
been mentioned, to our knowledge. 
Certainly it has not received attention 
in standard texts'? or current popular 
professional literature.** The follow- 
ing ease is illustrative. 


REPORT OF A CASE 


A 35-year-old man requested the 
removal of a 16-year-old multicolored 
professional tattoo (Fig 1) for cosmet- 
ie reasons. His general health was 
good, and he had no history of hyper- 
trophie scarring or of bleeding ten- 
dencies. The tattoo, located on the left 
deltoid area, contained black, green, 
and red pigments. The areas contain- 
ing the red pigment were slightly 
raised, and the margins were indis- 
tinet. The tattoo was treated by super- 
ficial dermabrasion following local 
infiltration with 1% lidocaine and 
freezing with cryofluorane (Frigi- 
derm). A motorized standard power 
unit with a diamond fraise was used 
for the abrasion. Two percent aqueous 
gentian violet was applied following 
the procedure, and the wound was 
dressed with petrolatum gauze, 4 x 4- 
inch squares, and elastic gauze wrap- 
ping. Subsequent topical care included 
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Burow solution compresses followed 

by application of a mixture of poly- 
myxin B sulfate and bacitracin zine 
(Polysporin ointment), begun on the 
second postoperative day. After 16 
days the medial portion of the abrad- 

ed area showed an impetigo-like 
erusting and was treated with eryth- 
romycin orally, 250 mg four times a ` 
day for one week. The patient was 
seen about ten weeks after the derma- 
brasion; he had irregular, reddish- 
purple discoloration (Fig 2) of the 
dermabraded site. The epidermis was 
intact, but was slightly raised and had ~~ 
a glazed appearance. The patient ^. 
reported that this seemed to occur . 
suddenly five weeks earlier, or about — 
37 days after the abrasion. No other 
ecchymoses were seen. He took no 
medications during the weeks preced- ^ © 
ing the purpuric reaction. A punch 
biopsy was done and the tissue Was 
stained with hematoxylin-eosin. The 
involved area was treated with 0.05% 
flurandrenolide (Cordran) eream and 
later with 0.5% triamcinolone aceton- 
ide (Aristocort Topical Cream). About 
four months after the dermabrasion, a |. 
portion of the hemorrhagic, raised 
area was injected intralesionally with 
about 2.4 ml of a 2.5 mg/ml coneen 
tion of triamcinolone acetonide, Th 
was improvement, and this. 
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Fig 1.—Appearance of tattoo prior to superficial dermabra- 
sion. 





Fig 3.—Appearance of treated area nine months after derma- 
brasion. There is increased scarring in areas that had shown most 


intense purpura. 


| Fig 5.—Late purpura fol- 
lowing superficial derma- 

brasion in another case, not 

described in this report. 


Fig 6.—Late purpura in a 
third case following superfi- 
cial dermabrasion for tattoo 
removal. 








Fig 2.—Spontaneous purpura involving most of abraded 
area as seen at ten weeks after superficial dermabrasion. 
Purpura appeared about five weeks after dermabrasion and 


persisted approximately 190 days. 





" » < > 


Fig 4.—Section from area of purpura (hematoxylin-eosin, X 
80). 








epeated on a subsequent visit, 
using 9.0 ml of the same medication. 
The total period of persistence of the 
purpura was about 190 days. Nine 
“months after the dermabrasion, there 
was nearly complete resolution of the 
jura with some increased scarring 
^3) of the previously purpuric 
reas. He has subsequently remained 
ealthy. 
^ "Mieroscopical examination (Fig 4) 
^^. showed a flattening of the rete as the 
only notable epidermal change. Find- 
ings in the dermis were limited to the 
< upper one third to one half, where 
capillary dilatation, extravascular 
erythrocytes, and an increased num- 
_ber of fibroblasts were seen. No pig- 
ment was visible. 


COMMENT 


n Although only one case is presented 
. .. for illustration, we have observed this 

- unusual complication of superficial 
dermabrasion of tattoos in about 1% 
of the patients who are thus treated 
"ig 5 and 6). The explanation for this 
ud reaction can only be speculative at this 
time. Since the phenomenon has not 
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been seen following dermabrasions 
done for problems other than tattoos, 
it might be assumed that the tattoo 
pigment is involved in some way. Can 
the pigment of the tattoo somehow 
inhibit normal maturation of newly 
formed connective tissue? The lack of 
inflammatory response in the histo- 
logical specimen militates against an 
allergic manifestation or a photosensi- 
tivity reaction. A mechanical disrup- 
tion of the capillaries with the subse- 
quent extravasation of red blood cells 
into the newly formed stroma seems 
likely. 

We are unable to determine wheth- 
er or not the depth of abrasion was 
different, perhaps deeper, in the areas 
of purpura. However, in eases where 
deep abrasion has been intentional, 
there has been no subsequent late 
purpura. In the case reported here, the 
area of superficial infection did not 


seem to correlate with the areas of 


most pronounced purpura. Further- 
more, impetigo does not result in 
purpura after healing. Several topical 
preparations were applied including 
gentian violet, polymyxin B sulfate, 
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and bacitracin zine. | 

sitivity to these compa 
likely. No neomycin. 
the reaction appearec 
for delayed hypersensi: 
factors, such as photose igit 
mechanieal trauma, eannot be ru 
out in the patients we have obse 
Intralesionally administered cor 
steroids appeared to be of some.be 
fit in promoting resolution. Thi: 
tion is an important complica: on 
one about which the patient. exp 
great concern; it should. be ad 
those that are well known in | 
ficial abrasion for tattoo removal 
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Juvenile Hyalin Fibromatosis 


Yukio Kitano, MD 


€ A boy had multiple large tumors on 
the scalp, whitish nodules on the nape 
and both sides of the neck, hypertrophic 
gingiva, and severe flexural contractures 
of hip and knee joints. The histopatho- 
logic structure of the tumor was charac- 
teristic of juvenile hyalin fibromatosis. 
The tumor cells were embedded in an 
amorphous eosinophilic ground sub- 
stance. X-ray films revealed numerous 
osteolytic and osteoclastic lesions that 
are important findings in the study of this 
disease. 

(Arch Dermatol 112:86-88, 1976) 


4 dines hyalin fibromatosis is a 
rare congenital disease that is 
characterized by large tumors, espe- 
cially on the scalp, small whitish nod- 
ules, hypertrophy of the gingiva, and 
flexural contractures of the large 
joints of the limbs. A review of the 
world literature disclosed 12 similar 
cases, under various names, and in- 
cluded my two previous cases. The 
first report appeared in 1873, and the 
occurrences of the disease were called 
"three peculiar cases of molluscum fi- 
brosum." Whitfield and Robinson 
published a follow-up report of these 
cases in 1903.° Since then, there 
seemed to have been no report until 
1962, when Puretié et al reported a 
case under the name of “mesenchy- 
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mal dysplasia."* Several reports ap- 
peared during the next ten years.'^* 
In this article, I report my third case 
of juvenile hyalin fibromatosis, in 
which notable bone lesions were pres- 
ent. 


REPORT OF A CASE 


A 6-year-old boy was first seen in May 
1972 because of multiple large tumors on 
the scalp and severe flexural contractures 
of hip and knee joints. The patient was re- 
ferred by the mother of siblings who also 
had juvenile hyalin fibromatosis. They 
were not relatives, but they all lived along 
the east coast of Lake Biwa, Japan. He was 
born in 1965 and weighed 3.5 kg (7.7 Ib) at 
birth. When he was only a few months old, 
his parents noticed that he kept his lower 
limbs in a flexural position and cried when 
they tried to straighten the limbs. The mo- 
bility of the hip and knee joints was im- 
paired from the age of 6 months, and he 
has never walked. When he was 1 year old, 
whitish nodules appeared on the neck and 
on both sides of the alae nasi. Tumors de- 
veloped in the perianal region several 
times and were surgically removed. The 
whitish nodules developed along the post- 
auricular folds and then coalesced to form 


Fig 1.—Pedigree. Note parental consan- 
guinity. 


patient 


tumors. When he was 3 years old, tumors 
appeared on the occipital region and grad- 
ually increased in size. The parents were 
cousins who had different grandfathers 
(Fig 1) Their growth and development 
were normal and there were no similar 
cases among the boy's relatives. 

When first seen in May 1972, the boy 
was small, thin, and muscularly deficient. 
He was not able to stand. Physical exami- 
nation revealed multiple large tumors on 


Fig 2.—Distribution of tumors and nod- 
ules. 
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Fig 3.—Large tumors on scalp. Largest 
tumor is ulcerated. 


the scalp (Fig 2 and 3). The largest tumor 
in the occipital region measured 7.5X8.5 
em and was covered with a yellowish- 
brown crust. On removing the crust, semi- 
translucent pinkish tumor tissue was seen. 
Some parts of the tumor tissue were very 
fragile and crushed like agar when it was 
pinched with forceps. The other tumors 
were covered with stretched scalp on which 
there were sparse hairs, and were firm to 
elastic in consistency. Most tumors were 
movable, and some tightly adhered to the 
underlying fascia. There were tumors on 
both of the retroauricular regions, around 
the alae nasi, and in both commissures of 
the lips. Many whitish nodules were noted 
on the nape and both sides of the neck. The 
size of these nodules ranged from miliary 
to about 2 mm. They were dome-shaped, 
and smooth on the surface. The gingiva 
was hypertrophic, and red semitranslucent 
nodules were seen (Fig 4). Most of the 
teeth were decayed and irregular in ar- 
rangement. There were a few flatly ele- 
vated tumors on the chest and back. The 
perianal region was elevated and indu- 
rated. The shoulder joints were fixed in 
hanging position. He could not extend the 
elbow joints more than 160^. Flexural con- 
tractures of the hip and knee joints were 
so severe that he could not stand on his 
legs. The movements of the hand, finger, 
and foot joints were normal. 

Study of the internal organs revealed no 
pathologic findings, and no abnormal neu- 
rological reflexes were noted. The results 
of routine laboratory tests were normal. X- 
ray films of the bones revealed that the 
proximal parts of both humeri were de- 
stroyed and the humeral heads were ab- 
sent (Fig 5). Punched-out osteolytic lesions 
were noted in the left femur and in the left 
tibia. The patient's intelligence was not 
impaired. According to the Suzuki-Binet 
test, the intelligence quotient was 111, and 
the mental age was 8 years 2 months (cal- 
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Fig 4.—Hypertrophic gingiva and tumors 
in both commissures of lips. 





Fig 5.—Destruction of proximal parts of 
both humeri and absence of humeral 
heads. 





Fig 6.—Section of tumor. Tumor cells with abundant granular cytoplasm are buried in 
homogeneous ground substance (hematoxylin-eosin, original magnification x 330). 


Fig 7.—Section of nodule. Deposit of amorphous substance beneath epidermis. Elastic 
fibers absent where there is deposit (Weigert stain, original magnification x 55). 
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Fig 8.—Section of hypertrophic gingiva. 
,Note deposit of amorphous substance be- 
neath epidermis. Inflammatory cells seen 


around dilated blood vessels (hematoxy- 
lin-eosin, origínal magnification x 115). 


endar age: 7 years 4 months). 

The large tumors on the scalp were 
excised and orthopedic surgery was per- 
formed to make the knee joints movable. 
After a few months of rehabilitation train- 
ing, he could stand and walk with the aid 
of long leg braces. The capsule of the knee 
joint was diffusely infiltrated with tumor 
tissue, and there were several tumors 
around the joint capsule. 

The histologic features of the tumor 
were characteristic of juvenile hyalin fi- 
bromatosis. There were groups of a few tu- 
mor cells embedded in an eosinophilic 
homogeneous ground substance with some 
wavy filamentous elements (Fig 6). The 
cells had oval or elliptic nuclei and abun- 
dant granular cytoplasm. The amorphous 
ground substance was strongly positive 
to PAS staining and resistant to amylase 
digestion. Alcian blue staining was nega- 
tive and metachromasia was partially seen 
with toluidine blue. Congo red did not stain 
the ground substance. The histologic pic- 
ture of the whitish nodule showed deposits 
of the amorphous ground substance be- 
neath the epidermis (Fig 7). There were 
several tumor cells embedded in the 
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ground substance. The epidermis overlying 
the nodule was atrophic. A biopsy of the 
hypertrophic gingiva showed deposits of 
an amorphous eosinophilic substance with 
several tumor cells beneath the epidermis 
(Fig 8). There was infiltration of in- 
flammatory cells and dilated blood vessels 
in and around the amorphous substance. 
The inflammatory cells consisted mainly of 
lymphocytes, plasma cells, and histiocytes. 


COMMENT 


The onset of juvenile hyalin fibro- 
matosis occurs very early in life, usu- 
ally in children between 3 months and 
4 years of age. In my case, flexural 
contracture was noted a few months 
after birth, and whitish nodules ap- 
peared when the patient was 1 year 
old. Tumors, nodules, and hyper- 
trophy of the gingiva are character- 
istic features of the disease. Large 
tumors were found on the scalp of 
the patient and whitish nodules were 
seen on the neck. Contractures of the 
joints of extremities were severe in 
my patient's case. Mental develop- 
ment was normal and routine labora- 
tory tests were noncontributory in 
the diagnosis. The histopathologic 
structure of the tumor was character- 
istic of juvenile hyalin fibromatosis. 
Tumor cells with abundant granular 
cytoplasm were embedded in an 
amorphous eosinophilic ground sub- 
stance that was PAS-positive and re- 
sistant to amylase digestion. Àn x- 
ray film revealed numerous bone le- 
sions, destruction of the proximal 
parts of humeri, and punched-out os- 
teolytic lesions in the femur and in 
the tibia. Puretić et al reported os- 
teolysis of the distal phalanges that 
was noted at the age of 6% and pro- 
gressed to nearly complete lysis of 
the distal phalanges within two to 


three years.*? Ishikawa and Hori 
noted a cortex defect in the tibia.’ In 
the case reported by Gutiérrez et al, 
destruction of a distal phalanx and a 
radiolucid round lesion of the left 
ankle bone were emphasized.* In the 
follow-up of one of my previously re- 
ported cases, a punched-out osteolytic 
lesion in the skull was discovered 
when the patient was 12 years old. 
This was followed by destruction of 
humeral heads and distal phalanges. I 
emphasize the importance of bone le- 
sions in juvenile hyalin fibromatosis. 


Masa-aki Morishita, DDS, provided Fig 8. 
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Before Vanseb. Scanning electron micro- 


graph (1000x) shows common hair damage. 





After Vanseb. After 3 shampooings with 
Vanseb, another micrograph of the same hair 
shows that damage has been greatly repaired. 


Look closely before 
you recommend another 


dandruff shampoo. 


silky. To you, it means a therapy that works 
because your patient will follow it. Even if 


The only difference between the photo on 
the left and the photo on the right is a dandruff 


shampoo. Vanseb? 

'anseb is the first antisebor- 
rheic shampoo that actually repairs 
your patient's damaged hair while 
it controls dandruff. It works on 
the frizzies as well as the flakes. 

What makes Vanseb unique is 
protein. Tests prove that protein 
reduces split ends, thickens the hair 
and increases tensile strength. 

To your patient, this means 
hair that's manageable, soft and 


G. S. Herbert Laboratories Irvine, California 92664 U.S.A H 








frequent shampooing is necessary. 

For cases requiring a tar sham- 
poo, we make Vanseb®-T, also with 
protein. 

Everybody says their tar sham- 
poo is cosmetically elegant. Vanseb-T 
really is. It doesn’t look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. | 

Vanseb and Vanseb-T. To help 
the hair as well as the scalp. 


We fix more than Dandruff. 
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SULFACE T-H 


Sodium Sulfacetamide 10%, Hydrocortisone Alcohol 12%, Sulfur Colloid 5%. 


Drying without Irritation. 


SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 


DESCRIPTION (As Dispensed) 
0.5%W 


Hydrocortisone ; 
Sodium Sulfacetamide 10.0%W/V ^ 
5.0%W/V 


Sulfur Colloid 

in a water-washable lotion containing purified water, zinc 
oxide, talcum, propylene glycol, titanium dioxide, natural 
clays, fatty acid amide, iron oxides, ethoxylated esters, 
natural and synthetic gums, organic salts, sodium chlor- 
ide and bisulfite, sequestrant, butyl and methyl parabens 
and 2-Bromo-2-nitropropan-1 ,3-diol. 

ACTIONS — Keratolytic, peeling, drying and antisebor- 
rheic action. 

INDICATIONS — Acne vulgaris, acne rosacea and sebor- 
rheic dermatitis. 

CONTRAINDICATIONS — Topical steroids are contra- 
indicated in viral diseases of the skin such as varicella 
and;vaccinia. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any 
of the components of the preparation. This preparation 
is not for ophthalmic use. Topical steroids should not be 
used when circulation is markedly impaired or in patients 
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with kidney disease or those who have previously exhib- 
ited sensitivity to sulfonamides. 
WARNINGS — USAGE IN PREGNANCY: Although 
topical steroids have not been reported to have an ad- 
verse effect on the fetus, the safety of their use in 
pregnant females has not been absolutely established. 
Therefore, they should not be used extensively on preg- 
nant patients or in large amounts or for prolonged 
periods of time. 

PRECAUTIONS — For External Use Only. Keep Away 
From Eyes. Sensitivity to sulfacetamide may occur. Cau- 
tion and careful supervision should be observed when 
prescribing these drugs for patients who may be prone 
to hypersensitivity to topical sulfonamides, particularly 
if areas of denuded or abraded skin are involved. If 
irritation develops, the product should be discontinued 
and appropriate therapy instituted. In the presence of 
an infection, the use of the appropriate antifungal or 
antibacterial agents should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated or if 


the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. 

ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
either with or without occlusive dressings: burning sen- 
sations, itching, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. Hypersensitivity to the 
sulfonamides indicated by previous toxic reaction such 
as agranulocytosis, acute hemolytic anemia, purpura 


hemorrhagica, drug fever, jaundice or contact dermatitis. 


DOSAGE AND ADMINISTRATION — Apply a small 
quantity to the affected areas two to three times daily. 
The skin should be thoroughly cleansed and applications 
blended in with light massaging. Consult physician for 
advice on diet and other factors in control of acne. 


HOW SUPPLIED — Lotion, bottles, 1 oz. and 2 oz. ase 


dispensed. 
CAUTION — 


Federal law prohibits dispensing with- 
out prescription. 
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THE INACTIVE 
SLAG IS OUT. 


THE FORMULA 


To retain the active tar components and eliminate 
the useless, cosmetically unpleasanttar slag, crude 
coal tar is digested with peanut oil at high tempera- 
ture. After several hours, the fine, colloidally sus- 
pendedcarbon particles agglomerate and are filter- 
edout.Theresultant active,slag-free solution is 
blended with Juniper tar, pine tar and LCD to pro- 
duce the unique Polytar® formula. 


In Polytar Shampoo, 195 Polytar provides tar activity 
in a surfactant shampoo base with added hair con- 
ditioners and pH adjusted to 5.5. 


THE THERAPY 


Routine shampooing with Polytar is basic therapy 
for dandruff, seborrhea, pruritus and pityriasis 
capitis; and adjunctive therapy in psoriasis and 
acne. 


The rich, white, aromatic soapless lather leaves 
hair clean, lustrous and manageable. 


THE ACTIVE TAR 


REMAINS. 


THE RESULTS 


In a clinical trial it was found that, “The product 
Polytar Liquid (Polytar Shampoo) has proved to be 
effective in 9195 of the treated patients. The results 


for the pityriasis capitis were very good (94.8%). 


and good (5.296). ! 


"Polytar Liquid (Polytar Shampoo) was equally ef- 
fective in the management of psoriasis of the 
scalp. '? 


"| find Polytar Liquid (Polytar Shampoo) satisfactory 


in the management of psoriasis of the scalp; in par- 
ticular it appears to be beneficial for reducing 
scaling ...'"? 


Professional samples are available so your patients 
may try Polytar Shampoo. You and your patients will 
like the results. 


1. Bastos, Araujo A. (1973), Dept. of Derm., Univ. of 
Coimbra, O Medico Vol. LXVI:758-762. 


2. Cunliffe, W. J., British J. of Clin. Pract. (1974) Vol. 28 
No. 9. 


3. Cunliffe, W. J., Consultant Dermatologist, Leeds Royal 
Infirmary (1974) Personal communication. 
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3 ands of times A common warts! . 
Duofilm™ a time- tested, widely accepted, extemporaneous 
formula for @@mmon warts, now available. already com- 
pounded from BEFEL. * 
ST AMBARDIZED: Consistat (Fi Glation manu- 
factured under Stiefel bigidly p o 
specifications. T rM i 
iis SAFER: Cont ins no cantharidin or podophyllin. » b. 1 
lastic applicator enables patient” 
a PaNent instru don sheets available tom 
"a | 
3 E De e prescription. 
f w, ; AZ 
] s : 


COMPOSITION: 

Salicylic Acid, USP, 16.7% and Lactic Acid, USP, 16.7% 
in Flexible Collodion, USP. 

INDICATIONS: 

DUOFILM is indicated as a keratolytic agent for the 

removal of benign epithelial tumors such as common warts. 
DOSAGE & ADMINISTRATION: 

Prior to the application of DUOFILM, soak the affected area in hot water for 
at least five minutes. Dry thoroughly with a clean towel. 

Apply four drops of DUOFILM directly to the wart using the plastic applicator. 
Each drop should be permitted to dry before re-application of the liquid. 
Care should be taken to see that DUOFILM is not applied to the surrounding 
skin. A Band-Aid* or similar bandage should then be applied lightly. 


Treatment should take place once daily and destruction of wart usually 
occurs within seven days. 


CONTRAINDICATIONS: 
Diabetics or patients with impaired blood circulation should not use 
DUOFILM. Do not use on moles, birthmarks or unusual warts with hair 
growing from them. 


PRECAUTIONS: 
For external use only. 


DUOFILM is highly flammable and should be kept away from fire or flame. 
Keep bottle tightly capped when not in use. Store at controlled room 
temperature. 


If spilled on mucous membranes or in eyes, flush with water, remove pre- 
cipitated collodion, and flush with water for an additional 15 minutes. 
Keep this and all medication out of the reach of children. 

HOW SUPPLIED: 

DUOFILM is available in 1⁄2 oz. bottles with plastic applicators. 


CAUTION: 
Federal law prohibits dispensing without a prescription. 
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E ando Canizares, MD 


T his ds ar eport of my observa- 
L tions of me pn dermato- 


on Solum ious notes taken during a 
visit, at my own initiative and ex- 
pense, in February 1975. During that 
time, I visited seven cities and a 
dozen teaching institutions and had 


dup many conversations with leading der- 


matologists. My purpose is to give a 
-comprehensive view of the problems 
faced by our Indian colleagues in the 
universities and in private practice. 
This report shows some interesting 
variations in the patterns of skin dis- 
. eases observed in India as compared 
with those encountered in Western 
eountries. It also shows that the prob- 
~~ Jems faced by teachers and research- 


ers are the same all over the World. 


= However, they are much more press- 


~ ing in a developing and overcrowded 
sc eeuntry. 


1t is hoped that, through a bet- 


: 2 ter understanding of the problems, 
DE needs, and aspirations of colleagues 
in India, Western dermatologists will 


become more concerned with and will 

participate more in their growth and 

development. 

. A THUMBNAIL SKETCH OF INDIA 
India has a population of close to 

600 million people who are crowded 

into an area one-third the size of the 
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i Dermatology 1 in India 


United States. Despite government 
efforts at population control, there 


are 13 million births a year. There are 
more people in India than in South 
America and Africa combined. 

India is a republic divided into 21 
states, each with its own language. 


Large cities are Delhi, the capital, 


with approximately 5 million people; 
Caleutta and Bombay with nearly 7 
million each; Madras with over 3 mil- 
lion; and 30 other cities with more 
than 250,000 inhabitants each. At 
present, four fifths of the population 
of India still live in about 650,000 
small villages. Their precarious exis- 
tence depends on agriculture, subject 
to a perennial problem of monsoon- 
based water supply. 

Geographically varied, the northern 
part of India is occupied by the Great 
Indian Gangetic Plain; the center has 
low mountains, plains, and the semi- 
arid Deccan Plateau. The west coast 
and the south are definitely tropical 
monsoon-type, depending for their 
prosperity on the amount of rain they 
receive. 

The Indian Constitution recognizes 
14 major languages. Hindi, the offi- 
cial language, is spoken by about 3076 
of the population. There are several 


hundred dialects, and in many areas, 


English is the only common language; 
it is also the teaching language at the 
universities. 

The amazing diversity of India is 
also shown in her many religions. The 
predominant cult is Hinduism, which 
is practiced by 85% of the population. 





The other religions are Moslem av — 
Christian (2%), Sikh (1.7%), and 
Buddhist (less than 1%, although 
Buddhism started in India). Christian | 
missions run a large number of . 
schools, colleges, and hospitals. See 
Since the early 1950s, the Indian. 
government has made a sustained ef- 
fort to modernize the economy and . 
social structure of the country. Indus- 
trialization has been emphasized . — 
(overemphasized at the expense of 
agriculture, according to government = . 
critics). Modernization of the social > 
structure has included attempts to 


eliminate the deeply rooted caste sys- 


tem. In many publie activities now, = 
the "low" classes are given priority, 
which is similar to the present atti- 
tude toward minorities in the United 
States. E 
India is a country with gresi poten- —. 
tial for economic development. It has. — 
numerous mineral and energy rè  . 
sources. At present, the economy is > 
depressed, following the worldwide 
pattern of inflation-recession. The 
energy crisis plus local factors are re- - 
sponsible for the present stagnant ee- - 
onomic situation. As a result of- 
insufficient rain for two successive- 
years, in small pockets of rural India, — 
hunger and famine are endemic. The 
price of rice, the staple food, has >- 
tripled or quadrupled in the last two qu 
years all over India. One wonders how |. 
people can survive and keep up their 
spirits on so little. Their religious, 
spiritual, and philosophical attitud 
have helped them to remain happ: 
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^. nations. 
-. some people wonder about the wis- 

5 dom of having a western-oriented 
~~ medical education in a developing 
^ country. 





and contented. This is being changed 
by modern socioeconomic Western 
influences. 


MEDICAL EDUCATION 
Background Information 


Medical-education has grown con- 
siderably since India: became inde- 
pendent. Most medical colleges were 
upgraded. and new institutions were 
established. In 1946, there were 14 
medical colleges, and at present, 
there are 110. The number of students 
admitted yearly has increased from 
1,200 to 11,000. . | 

As-a result of the rapid growth of 
population, although the number of 
physieians rose, the physician-popu- 
lation ratio remains at approximately 
1:5,800, except in urban areas, which 
have more physicians than they can 
sustain. Plans to increase the num- 
ber of students have been made to 
achieve a physician-population ratio 
of 1:3,500 by 1976. A major problem is 
the supply of medieal needs for the 
rural areas. The government has es- 
tablished more than 1,000 primary 
health centers, each to look after the 
needs of 10 to 15 surrounding vil- 
lages. Until recently, these were dif- 
fieult to staff because of their lack of 
modern living conditions, but the 
present abundance of physicians in 
the cities has made these positions 
more acceptable. 

A paradoxical situation has devel- 
oped. As the standards of medical 
education rose, the students became 
better qualified to pass examinations 
in Western countries. As a result, at 
times, a whole graduating class emi- 
grated. Thus, India spends consid- 


.. erable resources in training physi- 


cians for the benefit of more affluent 
This situation has made 


^. Medical education in India still fol- 
lows the pattern established by the 


> British. Following ten years of pri- 
= mary and secondary education, the 


candidates to medical colleges are se- 
lected by a written examination. The 
number of students accepted varies 
from 50 to 180, with an average of 100 
to 120. 


* 
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Medical Studies 

Basic sciences are given in two 
years of premedical studies. This is 
followed by five years (in some col- 
leges by nine semesters) of preclinical 
and clinical studies. After a final ex- 
amination and one year of internship 
(which in some states includes three 
months of rural service), the students 
receive the degree of MB, BS and are 
allowed to practice medicine. How- 
ever, the government also allows the 
praetice of indigenous systems of 
medicine. 


Specialization 


In most colleges, specialization re- 
quires three years of study and res- 
idency (house physician and junior 
and senior registrar) This is an ap- 
prenticeship under the supervision of 
the chief and senior members of the 
staff. During this period, the candi- 
date prepares a thesis under the spon- 
sorship and guidance of the professor. 
This thesis is submitted to a jury of 
professors from other universities 
throughout the country. A written 
and oral examination is then held by 
the jury; if the candidate successfully 
passes it, he receives the title of MD. 
Most subspecialties require one or 
two residency appointments in medi- 
cine or surgery as part of the three 
years of training. 

About 20 medical colleges are 
equipped and authorized for special 
training leading to the title of MD in 
dermatology. Approximately 30 to 40 
candidates qualify every year. It is 
interesting to note that, in many 
medical colleges, the candidates for 
MD in internal medicine are required 
to spend six months in dermatology. 

The diploma of dermatology is a 
lesser degree that requires a shorter 
period of training (approximately 1% 
years) and does not require the prepa- 
ration of a thesis. A diploma of der- 
matology qualifies the physician to 
practice as a consultant or, for a gov- 
ernment position, as a dermatologist, 
but it does not qualify him for an aca- 
demic position. 


Higher Studies 


In some universities, physicians 
with the MD (dermatology) degree 
who are interested in research may 





continue working on a basie science 
subject in order to obtain the title of 
PhD. This usually requires a period of 
four to five years. This thesis is sub- 
mitted to a jury for approval. During 
this time, the candidate is a junior 
member of the staff and participates 
in patient care and teaching. 


UNDERGRADUATE EDUCATION IN 
DERMATOLOGY * 


All medical students in India are 
required to take instruction in derma- 
tology. In most colleges, this consists 
of lectures and clinieal demonstra- 
tions. Usually, 15 to 20 lectures are 
given by the professor, but because of 
the lack of teaching aids, these are 
seldom illustrated with color slides. 
Mostly patients are shown. Two to 
four weeks of daily clinical demon- 
strations are given by the senior 
staff members to small groups of stu- 
dents. Textbooks recommended are 
by American or British authors. 


MEDICAL AND DERMATOLOGIC 
INSTITUTIONS 


The best organized medical center 
in India is the All India Institute of 
Medieal Science of New Delhi, which 
was founded in 1956. The scientific 
standards and facilities of this im- 
pressive, modern institution equal 
any of its type in Western countries. 
Most universities of large cities, such 
as New Delhi, Bombay, Caleutta, and 
Madras, and smaller cities, such as 
Varanasi, Vellore, Baroda, and oth- 
ers, have good dermatologic depart- 
ments under the direction of highly 
qualified and enthusiastic professors. 
In many of the newer medical col- 
leges, the departments of dermatol- 
ogy lack facilities and personnel. 

There are other institutions of in- 
terest to the dermatologist. The well- 
known School of Tropical Medicine of 
Caleutta, the oldest in the world, 
stresses the study of leprosy and skin 
diseases. The Institute of Venere- 
ology of Madras is a unique center 
for the study, treatment, and re- 
search of venereal diseases. The Lep- 
rosy Research Center at Chingleput, 
near Madras, is an outstanding insti- 
tution. 

Recently, Indian dermatologists 
have consolidated their strength by 
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unifying subspecialties into a single 


Vs organization, the All India Associa- 
A tion of Dermatologists, Leprologists 


and Venereologists. Their annual 
meetings are well attended; the next 
one will be in New Delhi in February 
1976. In most states, there are 
.. branches of the association that meet 


x ` regularly every month in large cities 
E and less frequently in others. 


SKIN DISEASES 


This survey confirmed the state- 
ment of Sharat C. Desai, MD (oral 
communication, February 1975) that 
the incidence of skin diseases in 
different urban hospitals in India 
. follows a pattern of great uniformity 


2 m because the hospitals draw the low 
—- .. eeonomie groups. 


-— In most skin clinies, parasitic dis- 
eases account for almost half of the 
total eases, whereas the incidence of 
venereal diseases is 10% and that of 
allergic dermatoses is about 20%. All 
other dermatologic conditions account 
for the remaining 20% of outpatients. 
In most large hospitals, two or three 
dermatologists see more than 300 pa- 
tients in a single morning session. 
This shows the magnitude of the 
problem and the difficulties of our col- 
leagues to find time to pursue prob- 
lems in depth. 

Desai has shown that the triad of 
scabies, pyoderma, and mycotic infec- 
tions constitutes the largest group of 
all infectious dermatoses. Some of the 
characteristics of these diseases fol- 
low. 


Scabies 


Seabies is the single most impor- 
tant problem endemice in the urban 
slums of India. It also has epidemic 
characteristics and almost 60% to 
100% communicability. In cities like 
Caleutta and Madras, it constitutes 
50% to 60% of the dinic cases. It is 
treated with benzyl benzoate (when 
available) or sulfur ointment, but the 
percentage of failure or reinfection is 
high (25% or even 50%) because of the 
lack of follow-up hygienie measures. 
Most patients, when seen, already 


.. have secondary infections. 


Pyoderma 


< Most dermatoses when seen at the 
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clinic show evidence of secondary in- 
fection, usually streptococcal. Pri- 
mary impetigo is less common and is 
caused by Staphylococcus in 70% of 
the cases (Gurmohan Singh, MD [oral 
communication, February 1975]). The 
incidence of pyoderma doubles during 
the summer. Extensive oozing and 
erusted pyogenic infections are com- 
mon. Carbuncle and erysipelas are 
extremely rare. 


Tinea 


Tinea, the third of the triad of in- 
fectious dermatoses, also doubles in 


frequency in summer. Tinea cruris is 


the most common. Second is tinea cor- 
poris, which may cover large areas. 
Common locations are the parts of 
the trunk that are subject to pressure 
by clothing (lower part of the abdo- 
men in women who wear tight saris). 
Tinea pedis is third in frequency and 
much less common. Causation is pre- 
dominantly due to Trychophyton ru- 
brum (70% to 80%), followed by T 
mentagrophytes, Epidermophyton 


floccosum (15% to 20%), and rarely by 


T simii, T violaceum, and T tonsu- 
rans, giving rise to bizarre skin 
lesions. Tinea capitis is uncommon in 
general but there are scattered 
endemic foci. Most common agents 
are T violaceum, T tonsurans, T 
schónleini, and T ferrugineum, de- 
pending on location. 

Candidiasis is fairly common in 
summer but less so than tinea. Tinea 
versicolor is very common and may 
become almost generalized. It is of- 
ten taken for granted and goes un- 
treated. Tinea imbricata is seen in 
Assam, but a very similar picture 
may be caused by T rubrum and T 
mentagrophytes. Favus is found in 
Cashmir. 

Other parasitic infections are also 
common. Pediculosis capitis is fre- 
quent, especially in girls with long 
hair. Most patients are treated at 
home. Pediculosis pubis is less com- 
mon and, surprisingly, pediculosis 
corporis is rather rare. Cutaneous 
leishmaniasis (Oriental sore) and vis- 
ceral leishmaniasis (kalaazar) have al- 
most entirely disappeared from skin 
clinies, but there appear to be foci 
still active in some regions. Dermal 
leishmaniasis, occurring after the vis- 












ceral form, is ; still seen in the South, | 
in Bengal, and in Assam and is often 
mistaken for lepromatous leprosy. : 


Venereal Diseases 

The incidence of venereal diseases 
in India is high, but its pattern ap- 
pears to be somewhat different from 
that of the present worldwide epi- 
demic. Patients are seen at: the skin 
clinic or special venereal disease din- 
ics. In Madras, at the Institute of 
Venereology, instruction is given.in — 
yearly three-month courses for physi- 
cians and technicians; candidates for - 
the MD degree in venereólogy receive — 
three years of training. C. N. Sow- 
mini, 


munication, February 1975) About 
350 cases of lymphogranuloma vener- 
eum and half that number of granu- 
loma inguinale are treated every year. 
It is of interest that this pattern has 
remained almost unchanged during 
the last ten years. In other regions, 
like Bombay and Jaipur, chancroid is 
the most common venereal disease, | 
followed by gonorrhea, and then 
syphilis. Dr Sowmini stated that, 
beeause of inadequate treatment, neu- 
rosyphilis appears early in life, often 
in patients 23 to 25 years old. About 40 
patients with congenital syphilis are 
seen at the institute yearly. This is 
rare in western India, where the inci- 
dence of syphilis has decreased in the 
last decade. 

This survey showed some varia- 
tions in incidence of the nonin- 
fectious dermatoses that may be of 
interest to the Western dermatolo- 


Eczema-Dermatitis Group 


The commoner dermatoses of this 


group, in order of frequency, are in- 
fective eczema, seborrheic dermatitis, 
contact dermatitis, dyshidrosis, lichen 
simplex chronicus, pityriasis alba, and 
nummular eczema. The incidence of 
atopic dermatitis varies in different. 
parts of the country but is rare. It ap- 
pears to be as frequent as in Western 
countries in the northern region: 
whereas it is said to be the least com 
mon type of eczema in the sout 
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MD, director of the institute, — . 
stated that over 2,000 cases of syphilis, 
about 1,000 of chaneroid and 900 of. _ 
gonorrhea are seen yearly (oral com- ee 















^.. western, and eastern regions. This 
o> variation may be due to the different 
.... ethnic structures of the Indian popu- 
- lation. Stasis dermatitis is relatively 
- . uncommon, and “varicose” ulcers are 


Contact derinatitis is common but 


| — : often goes undetected. The most com- 
mon causes are irritants, foot wear 


(sandals), and self-treatment (often 
with penicillin and sulfa ointments). 
A contact dermatitis peculiar to India 


E | is caused by vermilion, a red dye used 
. by Indian women on their foreheads 


and part of the hair of the scalp. In 
some university hospitals located in 
the more industrial areas, contact and 


: P allergic dermatitis are studied in 
special clinics. 


Insect Bites and Prurigo.—Insect 
bites and prurigo (lichen urticatus) 
are common. Excessive scratching 
leads to lichen simplex chronicus and 
to secondary infection, and it may 
trigger an infectious eezematoid der- 
matitis. Multiple lesions cause a 
prurigo-nodularis-like eruption. This 
clinically observed sequence of 
events, which I also observed in Thai- 
land, could be called “tropical insect- 
bite complex.” 

Lichen Planus.—Lichen planus is not 
rare. Uncommon varieties are the 
“actinic type,” with annular lesions 
on the face with raised borders and 
flat centers, and a pigmented variety, 
“lichen planus pigmentosus,” which 
was reported by Bhutani (1974). Com- 
moner varieties are much more wide- 
spread and are often hypertrophic to 
verrucous in poor patients. 


Bullous Diseases 


Pemphigus vulgaris is unquestion- 


x: ' ably the most common bullous disease 
. in India. It is seen in children, and it 


mn said that the younger the patient, 


S ihe poorer the prognosis. Apparently, 
= patients respond to moderate doses of 


prednisone (60 to 80 mg daily). Pem- 


E . phigoid is seen but is much less com- 
.. mon. Pemphigus folliaceous is rare, 
.. and dermatitis herpetiformis is very 


rare. 
Leprosy 


Leprosy is a serious problem in In- 
. dia. By numerous campaigns, India 
has fought the deep-seated stigma 
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and the ecologic conditions that breed 
leprosy to bring treatment and reha- 
bilitation to the 3 million patients 
said to be affected. Clinically, leprosy 
in India is 80% nonlepromatous and 
only 20% lepromatous. The low com- 
municability of the predominant type 
is an encouraging feature. Patients 
are often treated at special leprosy 
clinics. Leprology is an integral part 
of dermatology in India, and many 
dermato-leprologists are active in re- 
search, producing outstanding work. 


Cutaneous Tuberculosis 


As in many other developing na- 
tions, skin tuberculosis is still com- 
mon in India. Lupus vulgaris is the 
most common form, but the lesions 
more often affect the trunk and but- 
tocks than the face. In children, 
several parts of the body may be af- 
fected, suggesting hematogenous dis- 
semination from a lung focus. Tu- 
bereulosis verrucosa cutis and 
serofuloderma are often seen, at 
times, in the same patient. 

Sarcoidosis is virtually absent. 
Most cases suspected of being sarcoi- 
dosis are eventually diagnosed as lep- 
rosy or syphilis. 


Deep Fungus infections 


The pattern of deep fungus infec- 
tions differs somewhat from that of 
other tropical countries. Actinomyce- 
toma is said to be the most common. 
Mycetomas are seen in the western 
and especially in the southern parts 
of India, where the name of Madura 
foot originated. Although the foot is 
the most common location, 20% of the 
cases are seen in other areas subject 
to injuries (hands, buttocks, face, tho- 
rax, etc). Rhinosporidiosis is common 
on the southeast coast. Sporothricosis, 
histoplasmosis, and coccidiodomycosis 


. appear to be exceedingly rare or ab- 


sent. Oceurrences of chromomycosis 
have been reported. 


Pigmentary Disorders 


These diseases cause great social 
embarrassment to dark-skinned peo- 
ple. Depigmented lesions are often 
suspected by laymen to be leprosy, 
which contributes to the plight of the 
patient. Both hyperpigmented and 
hypopigmented disorders are com- 


mon. Most Indian dermatologists ap- 
pear to be satisfied with the results 
obtained in the treatment of localized 
vitiligo with psoralens. Some pre- 
scribe up to 40 to 60 mg daily prior to 
exposure to sunlight. Melasma and 
extensive hyperpigmentations that 
defy classification are common. At the 
All India Institute of Medical Sciences 
of New Delhi, a special clinic for 
pigmentary disorders is held weekly. 


Cutaneous Tumors 


À most striking feature in the pat- 
tern of skin diseases in India, second- 
ary only to the prevalence of infec- 
tious diseases, is the low incidence of 
skin cancer. Basal cell carcinoma is 
very rare and almost invariably hy- 
perpigmented. Squamous cell carci- 
noma is occasionally found on ulcers, 
scars, or mucous membranes. Actinic 
keratoses are seldom seen. Reticulosis 
is extremely uncommon. Kaposi sar- 
coma is exceedingly rare; only one 
case was seen at the All India Insti- 
tute in 15 years. Even benign tumors 
appear to be less frequent than in 
Western countries. As a result of this 
low incidence of skin tumors, derma- 
tologic surgery is almost nonexistent 
in India. 


Other Disorders 


Other skin diseases encountered in 
Western dermatologic practice are 
seen also in India, but some occur less 
frequently. The estimated incidence 
of psoriasis is 1% or 2% of all skin 
cases. There seems to be less pustular 
psoriasis than in Western countries, 
but about equal incidence of arthritis. 
It was estimated that about 80% of the 
psoriasis cases were relatively mild. 
Acne appears to be less frequent in 
the undernourished, but is relatively 
common in better nourished or af- 
fluent people. Warts, alopecia areata, 
and molluscum contagiosum are as 
common as elsewhere. There is an 
inerease in the incidence of herpes 
simplex, which, at times, appears in 
odd locations, such as the soles. 
Systemic scleroderma is rare; mor- 
phea is more common. Diseoid lupus 
erythematosus is not uncommon, but 
systemic LE is rare. Dermatomyositis 
is occasionally seen; its association 
with cancer is rarely demonstrated. 
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^. DERMATOLOGIC CARE 


—.. . It is estimated that there are about 
. 500 dermatologists in India, including 
. those with the MD degree and those 
.. With the diploma of dermatology. 
- The practice of dermatology in In- 
- dia differs considerably from that in 
he United States. Most dermatolo- 
gists work in a hospital as gov- 
. ernment employees and honoraries. 
"^. Working hours are usually 8:30 AM to 
— .4;80 PM, six days a week. Most states 
: do not allow physicians employed by 
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© praetiee. In others, they are allowed 
.. practice in their private offices in the 
ening. In some others, they are al- 
d “consultation” work only. The 
ies of all physicians employed by 
overnment are low. The max- 
imum paid to a professor or chief of 
the department is the equivalent of 
- . . about $250.00 a month. From there, 
the amount goes down depending on 
NIS ee ‘seniority. 
co o. Private practice is very limited in 
*. India. Since the retirement age is 55, 
^. many dermatologists in private prac- 
^. tiee are professors retired from hospi- 
-tal work; the number is very small. In 
New Delhi, a city of almost 5 million 
.people, there are ten dermatologists 
in private practice, and a few years 
.. ago, there was only one. The fees 
< charged are very modest, and because 
of the near absence of skin tumors, 
-. dermatologic surgery is minimal. 










COMMENT 


: "his survey places in evidence sev- 
Striking facts. It shows that 
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the government to engage in private 


there is a solid infrastructure for ef- 
fective dermatologic education in In- 
dia. Most institutions have abundant 
clinical material and highly qualified 
and dedicated professors. Their main 
deficiencies are in equipment, teach- 
ing aids, and research facilities. Dis- 
tance and lack of financial means 
have resulted in keeping the bulk of 
Indian dermatologists isolated from 
the mainstream of modern dermatol- 
ogy. 

This survey also reveals a unique 
dermatologic situation. The over- 
crowded clinics, at times with 400 or 
500 patients daily, are flooded with 
cases of infectious dermatoses. The 
dermatologist is mostly engaged in 
the frustrating endeavor of treating 
and retreating diseases of known 
causation for which there is specific 
treatment available. If some effec- 
tive method of mass treatment can be 
devised, it will allow teachers and re- 
searchers to utilize their time more 
effectively. It is with this purpose in 
mind that Arthur Rook, MD, presi- 
dent of the International Society of 
Tropical Dermatology, has appointed 
a Commission of Infectious and Com- 
municable Dermatoses with Dr Sharat 
C. Desai as chairman. 

The survey also stresses the eco- 
nomic plight of the majority of der- 
matologists. Their income barely cov- 
ers their subsistence expenses. The 
rising cost of books and of subscrip- 
tions to journals, as well as of other 
items, has placed those educational 
means almost entirely out of their 
reach. Visits abroad to study or to 


attend dermatologic meetings, unless. 












subsidized by the anes to be vit 
ited, are economically not feasible. 
this inability to keep up with rec 
medical advances continues, it ` 
eventually affect the scientific: st t 
dards of dermatology in India. 
The leaders of dermatology i in » Iv 
dia agree that the mosť pressing de 2 
ciencies in their dermatologic stri 
ture could easily be corrected. Among 
them are the shortage of qualifie L 
dermatopathologists, deficient de 
partmental libraries and laboratori 
poor or absent photographic facilitie 
and nonexistent Unlove. teaching 
aids. : 
Most Indian TN are da a 
pable, devoted, and eager individu- ae 
als who, because of their constant  - 
struggle against great odds, deserve _ 
the respect and admiration of West- . 
ern colleagues. Those interested in re- 
search carry out their experiments .. 
under the most trying conditions. T 
As Jawaharlal Nehru states in his = 
Discovery of India (1946), the charac- 
teristics of Indian civilization are its 
adaptability to new ideas and its con- 
junction of intellectualism with imag- 
ination, both of which enable it to 
modify or to abandon outworn insti- 
tutions and to maintain its vitality 
and strength by developing new ones. 
The intellectual and scientific ere- 
ativity of Indian dermatologists has 
great potentials. Given the means to. = 
strengthen their existing educational 
and research facilities, they are ca- 
pable of developing a solid and effee- 
tive structure that may greatly con- — . 
tribute to the progress of modern 
dermatology. l 
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When tetracycline therapy is warranted, the 
appearance of 

Sumycin HCI (Tetracycline Hydrochloride) 
on your prescription helps insure that the 
high quality, yet economical, brand you 
know and trust will be dispensed. 





... And when pharmacists have the choice, the 
brand they dispense more often than any 
other is Sumycin HCI. 


Write it...to be sure 





SUMYCIN' HCI 
(Tetracycline Hydrochloride) 


In choice of tablets or capsules, 
both 250 mg. and 500 mg. strengths. 






| “recom mended for long-term adjunctive therapy in severe acne. 
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Sumycin '250' Hydiochloride Cop diein and Sumycin .. 
'500' Hydrochloride Capsules (Tetrácycline Hydro- — 
chloride Capsules U.S.P.) contain 250 mg. and 500 
mg. crystalline tetracycline hydrochloride, réspec-. - 
tively. Sumycin '250' Hydrochloride Tablets and . 
Sumycin '500' Hydrochloride Tablets (Tetracycline 
Hydrochloride Tablets N.F.) contain 250 mg. and 500 
mg. tetracycline hydrochloride, respaptively. ` 


Contraindications: Contraindicated in persons who have shown D 
persensitivity to any of the ihe 


Warnings: Use of tetracycline, patticulgdy long-term use but also ir 
repeated short-term courses, during tooth development (last hat of 
pregnancy, infancy, and up to 8 years of age} may cause perman 
tooth discoloration; enamel hypoplasia has also been rel 
Therefore, tetracycline should not be used in this age group inte: 
other drugs are not likely to be effective or are contraindicated 
if renal impairment exists, lower-than-usual doses are indicat 
avoid systemic accumulation and possible liver toxicity; on prolon 
use, tetracycline serum level determinations may be advisable. ' 
antianabolic action of tetracyclines may cause an increase in BUN 
patients with significantly impaired renal function higher serum dev. 
els may lead to azotemia. hyperphosphatemia and acidosis, Photo-. oi 
dynamic reactions, although rare with tetracycline, may occur; af first ooi 
evidence of skin erythema, discontinue tetracycline, Advise photo- 
sensitive patients to avoid direct sunlight or ultra-violet light. - E 
Usage in pregnancy: (see Warning about use during tooth. devel- m 
opment.) Based on animal studies, tetracyclines cross the placenta, - 
are found in fetal tissues, and can have toxic effects (often retárda- 
tion of skeletal development) on fetus; embryotoxicity has also been 
noted in animals treated early in pregnancy. 
Usage in newborns, infants, and children: (see warning: about use 
during tooth development.) Tetracyclines form a stable. calcium 
complex in any bone-forming tissue. A decrease in fibula growth 
rate (reversible on discontinuation of drug) has been observed in 
prematures given 25 mg. /kg. q. 6 h. orally. 
Tetracyclines are present in the milk of lactating women who are 
taking a drug in this class. 


Precautions: Watch for signs of secondary infection due to nonsus- 
ceptible organisms including fungi; discontinue drug and institute 
appropriate therapy if this occurs. Superinfection of the bowel by 
Staphylococci may be life threatening. In venereal diseases with Sus- 
pected coexistent syphilis, patients should have darkfield exam- 
inations before therapy and monthly serologic tests for at least 4 
months. Because the tetracyclines have. been shown to depress 
plasma prothrombin activity, patients who are on anticoagulant 
therapy may require downward adjustment of their anticoagulant , 
dosage. During long-term therapy, perform periodic renal; hepatic, 
and hematopoietic function studies. All infections due to group A 
beta-hemolytic streptococci should be treated for at least 10 days. 
Avoid concomitant use of penicillin and tetracycline since the bacte- 
riostatic action of the latter may interfere with the bactericidal action 
of penicillin, Use tetracyclines with caution in persons with histories 
of allergy, asthma, hay fever, or urticaria due to greater possibility of 
sensitivity reactions. 


Adverse Reactions: Anorexia; epigastric distress; nausea; vomiting; 
diarrhea; bulky loose stools; stomatitis; sore throat; glossitis; black 
hairy tongue; dysphagia: hoarseness; enterocolitis; inflammatory le 
sions (with candidal overgrowth} in the anogenital region (including 
proctitis and pruritus ani; maculopapular and erythematous rashes; 
exfoliative dermatitis (uncommon); rarely onycholysis, nail discolora- 
tion, and photosensitivity; dose-related BUN rise: rarely hepatic cho- 
lestasis (usually associated with high dosage): urticaria: 
angioneurotic edema; anaphylaxis; anaphylactoid purpura; pericar- 
ditis; exacerbation of systemic lupus erythematosus; serum sick- 
ness-like reactions (fever, rash, arthralgia): bulging fontaneis in 
infants on full therapeutic dosage (disappeared on discontinuation 
of drug); anemia; hemolytic anemia; thrombocytopenia; thrombocy- 
topenic purpura; neutropenia; eosinophilia; dizziness; headache. 
Prolonged use of tetracyclines has produced brown-black micro- 
scopic discoloration of thyroid glands; no abnormalities of thyroid 
function studies are known to occur. 

it should be noted that microorganisms insensitive to one tetracy- 
cline invartably exhibit cross-resistance to other tetracyclines. 

For full information, consult package insert. 


How Supplied: Sumycin '250° Hydrochloride Capsules (Tetracy- 
cline Hydrochioride Capsules U.S. P.) are available in bottles of 100 
and 1000 and Unimatic? Single Dose Packs of 100. Sumycin 
'500' Hydrochloride Capsules (Tetracycline Hydrochloride Capsules 
U.S.P.) are available in bottles of 100 and Unimatic Single Dose 
Packs of 100. Sumycin ‘250° Hydrochloride Tablets and Sumycin 
500° Hydrochloride Tablets (Tetracycline Hydrochloride Tablets 
NF.) are available in bottles of 100. (A.H F.S. 8:12.24) 
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‘The Priceless Ingredient of every product .. 
is the honor and integrity of its maker."M- 


€ 1975 E. R. Squibb & Sons, ino. 705-002 






5 or 10% Benzoyl Peroxide 


eg 772. SNS 


the topical side of 
C. acnes control 
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Desquam-X™ (5 or 10% Benzoyl Peroxide, 
6% Polyoxyethylene Lauryl Ether) safely and 
effectively helps control cutaneous Coryne- 
bacterium acnes as it dries and desquamates 
acne skin. Its unique hydro-alcoholic gel 
with 5.5 pH facilitates penetration into the 
follicular orifice to help control C. acnes. 
Desquam-X can be used concomitantly with 
most topical and systemic agents. It is indi- 
cated for acne grades I, Il, and selected cases 
of grade Ill. 
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Outstanding patient acceptance is one of 
many Desquam-X benefits. The non-perfumed 
stiff gel vehicle is easy to apply and leaves 
no visible residue. 


In vivo testing* of 14-day Desquam-X appli- 
cations revealed an up to 66%** reduction of 
free fatty acids and an up to 9096 elimination 
of cutaneous C. acnes on test sites. Addi- 
tional clinical studies report patients virtually 


_ free of sensitization and undue irritation? 


"Information on file at Westwood Pharmaceuticals Inc. and available upon request. 


“Using the 10% concentration, and up to 52% with the 596 concentration. 


1975 W. P. Inc. 


Please see cornplete prescribing information on adjacent page. 








* 


DesquamX? Soe Sats jaar 


DesquamX 10 a e ee 


CONTENTS: Desquam-X 5 contains 5% 
Benzoyl Peroxide, 6% polyoxyethylene 
lauryl ether, 37% ethyl alcohol, carbomer 
940, di-isopropanolamine, disodium 
edetate and water. 


Desqu&m-X 10 contains 10% Benzoyl 
Peroxide, 6% polyoxyethylene lauryl ether, 
37% ethyl alcohol, carbomer 940, di- 
isopropanolamine, disodium edetate and 
water. 


INDICATION: A topical aid for the control 
of acne vulgaris. 


ACTION: Provides the desirable drying 
and desquamation needed in the topical 
treatment of acne. Desquam-X has been 
demonstrated to have anti-bacterial effects, 
especially against Corynebacterium acnes. 


DIRECTION FOR USE: After washing as 
instructed, rub Desquam-X into affected 
areas twice daily. In fair-skinned individuals 
or under excessively dry atmospheric 
conditions it is suggested that therapy be 
initiated with one application daily. The 
desired degree of drying and peeling can 
be obtained by modification of the dosage 
schedule. 


CONTRAINDICATIONS: Not to be used in 
patients known to be sensitive to any 
ingredient of Desquam-X. 


PRECAUTIONS: Avoid contact with eyes 
and mucous membranes. For external 
use only. Keep this and all medication out 
of the reach of children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 oz. 
(42.5 gm.) 


CAUTION: Federal law prohibits 
dispensing without prescription. 


WESTWOOD 


PHARMACEUTICALS INC. 
e Buffalo, New York 14213 


In Canada. Belleville, Ontario KBNIE2 








The little book no mother 
should be without. 


What? Buy another book on child-raising when you've already covered 
the subject from Spock to Salk? 

What makes this little paperback different? It gives you in concise, 
capsule form what other books take pages of thumbing through and read- 
ing to give — authoritative answers to your questions on child-raising. 

Published by the American Medical Association, GROWING PAINS 
is a quick reference guide to most of the questions you're likely to have 
about your child's physical, mental and emotional development and 
problems. 

[n it, respected pediatricians answer commonly asked questions about 
diet and eating habits, sibling relations, emotional problems, discipline and 
punishment, toilet training, speech disorders, sex education and dozens 
more. 

Shouldn't you have a copy? To order yours, use the coupon on the 
right. 





American Medical Association 
535 No. Dearborn Street 
Chicago, Ill. 60610 


Please send me | .copy(ies) of 
GROWING PAINS, OP-244. Enclosed is 
a . Payment must ac- 
company order. 











Price: 

$2.00 (U.S., U.S. Possessions, Canada, Name 
Mexico) Address 
$2.50 (All other countries) City/State/Zip 
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SUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.11590 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL 23, QUEBEC 
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-National Program Conference 


as ae Takes Up Resource Attraction 








-The subject under discussion was “resource attraction 
for dermatology"— with equal time given to consideration 
-of human resources and of the monetary resources needed 
or growth and development of the specialty. 
< Some 70 partieipants were called together by the Amer- 





i x : is dean Academy of Dermatology’s National Program for 
-—- Dermatology as part of a continuing program of "jdea ex- 


change” discussions—designed to zero in on problems fac- 
ing the specialty of dermatology and to reach conclusions 
that can provide guidance to the groups represented at 
^ the conference. 

The idea exchange discussion taking up resource at- 


* traction convened at the Marylhurst Education Center 


near Portland, Ore., late in August. In addition to partici- 
pants active in affairs of the American Academy of Der- 
matology, the Dermatology Foundation, the American 
Dermatological Association, the Society of Investigative 
Dermatology, the Ássociation of Professors of Dermatol- 
ogy, and the American Board of Dermatology, invitees 
also ineluded representatives from the pharmaceutical 
and cosmetics industry, from foundations, from the gov- 
ernment, and from the public. Consultants in manage- 
ment, governmental liaison, and public relations took part 
in the discussions. 

The program was varied and consisted, in large mea- 
sure, of 12 small workshops devoted to the following sub- 


NE T jects: 


— ^ Resource Attraction and Allocation—a Neglected Re- 
-> sponsibility for the Entire Specialty. 

~Factors Involved in the Creation of Donor Satisfac- 
tion for Industry, Foundations, Government, and the Pub- 
lic. 

—Publie Relations—the Sine Qua Non for Effective Re- 
source Attraction. 

—Human Resources—Creation of a Leadership Develop- 
ment Program. 

On the last morning of the conference, participants 
gathered in a general session, discussed points of con- 
sensus reached at the workshops, and came up with a 
group of specific suggestions. Peyton E. Weary, M.D., 


.. Charles P. DeFeo, Jr., M.D., New York, N.Y., Editor; Stephen T. Donohue, 
ww York, N.Y., Managing Editor; Editorial Board: Vernal G. Cave, M.D., 
siii, N.Y.; R. Roy Forsey, M. D., Montreal; Robert E. Kellum, M.D., 

tle, Wash; Lawrence A. Norton, M.D., Wellesley Hills, Mass; Law- 
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BU : | News and Information from the American Academy of De rmatology UE 


E . 


Charlottesville, Va.,-NPD Council Chairman who orga- E Y 


nized the conference—emphasized that the conclusions . : 
reached by the conference participants do not reflect pobo ooo 


icy decisions on the part of any organization, but, rather, 
are recommendations that may be helpful in future plan- 
ning of national dermatological groups. : 

Here are the recommendations drafted by participants 
in the Conference on Resource Attraction for Dermatol- 
ogy: 

L That, as part of a coordinated fund-raising effort for 
the entire specialty of dermatology, the Dermatology 
Foundation be designated as the primary fund-raising 
organization. 

2. That the Dermatology Foundation Board of Trustees 
be requested to reconstitute itself to include represent- 
atives chosen by the major national dermatologie organi- 
zations. 

3. That the Dermatology Foundation be requested to 
establish an independent performance evaluation com- 
mittee composed of top-level representatives of its donor 
constituency (dermatologists, public, industry, founda- 
tions, and government) to evaluate the effectiveness of its 
programs of resource allocation. 

4, That the Council of the National Program for Der- 
matology of the American Academy of Dermatology es- 
tablish a committee, composed of concerned individuals 
representative of the major national dermatologic organi- 
zations, to prepare a comprehensive document that will 
delineate the public relations and communications needs 
of the entire specialty and serve as a guide for future ef- 
forts directed toward creation of a coordinated program 
for public relations and communications. 

5. That there be a pooling of some resources by all of 
the major national dermatologic organizations in order to 
create a coordinated program of public relations for the 
specialty of dermatology. 

6. That the specialty endorse the creation of a compre- 
hensive program of public education and enlist the sup- 
port of all major national dermatologic organizations in 
its development. 

7. That the specialty actively seek assistance from in- 
dustry in the form of public relations and communications 


rence C. Parish, M.D., Philadelphia, Pa.; Beverly E. Sanders, Jr, M.D. 
Macon, Ga.; Eugene P. Schoch, Jr., M.D., Austin, Tex.; William F. Schorr, 
M.D. Marshfield, Wise.; Margaret A. Storkan, M. D., Rodondo Beae 
Calif. Address the editor at 7 E. 80th St, New York, N.Y. 1002 
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expertise in developing a coordinated program of public 
relations and public education. 

8. That the specialty seek ways to make existing pro- 
grams of publie education, such as those developed jointly 
by the Institute for Dermatologic Education and Commu- 
nications and the National Program, more readily avail- 
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Fig. 1-3.—The Conference on Re- 
source Attraction for Dermatology 
consisted, in a large part, of small 
workshop discussions. Here are 
three workshops in session. 


Fig. 4.—W. Mitchell Sams, M.D.; John H. Ep- 
stein, M.D.; and Clarence S. Livingood, M.D., 
check over the day's news during a break in 
the discussions. 
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Fig. 5.—Pondering a point made at their workshop were Peyton E. 
Weary, M.D., and Joseph S. McGuire, Jr., M.D. 


able to the publie and industry. 

9. That the major national dermatologic organizations 
encourage the development of leadership at all levels 
(among practitioners, academicians, and those engaged in 
research) and at all stages in the individual's career. 

10. That the specialty make every effort to create an 
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areness of the need for creative leadership and the op- 
¿portunities which exist for expression and development of 
pu the leadership potential. 
LL. That the major national dermatologic organizations 
e be restruetured to provide greater opportunities for lead- 
ership expression and creative skill testing by a large 
number of motivated individuals. 
.. 12 That the specialty encourage more young dermatol- 
<. ogists to avail themselves of opportunities to improve 
. their managerial skills, both through existing programs 
and creation of new programs. 
.18. That a directory of leadership people and committee 
. . members in all dermatologic organizations (local, state, 
= - regional, and national) be prepared as a reference docu- 
. ment and that this information be incorporated into the 
ew management information system being developed by 
the AAD. 
14. That the lines of communication between the spe- 
^^. ealty and industry be increased to improve awareness of 
SR ise oa activities of mutual interest. 
— c. The recommendations, as drafted, do not represent pol- 
ie icy thinking of any organizations but are suggestions for 
consideration in future planning. 
Taking part in the NPD Conference were the following: 
Philip C. Anderson, M.D.; Harry L. Arnold, Jr., M.D.; Saida 
. o . Baxt, M.D; Harvey Blank, M.D.; Irving H. Blank, Ph.D.; Bradford 
c .. W.Claxton, M.Ed.; Mark Allen Everett, M.D.; John H. Epstein, 
— v M.D; William L. Epstein, M.D.; Eugene H. Farber, M.D.; Irwin M. 
Freedberg, M.D.; Alfred D. W. Freund; Robert W. Goltz, M.D.; 
George W. Hambrick, Jr., M.D.; and Robert D. Hamilton, III, 
M.B.A. 
Also participating were Harry J. Hurley, M.D.; Coleman Jacob- 
"son, M.D.; G. Thomas Jansen, M.D.; Bernett L Johnson, M.D.; 
Marie-Louise Johnson, M.D.; John A. Kenney, Jr., M.D.; F. A. J. 
Kingery, M.D.; John M. Knox, M.D.; Alfred W. Kopf, M. D.; Wal- 
ter G. Larsen, M.D.; Paul Lazar, M.D.; Clarence S. Livinpuod 
M.D.; Walter C. Lobitz, M.D.; Charles T. MeDonald, M.D.; Joseph 
. & McGuire, Jr., M.D.; Frederick D. Malkinson, M.D.; George F. 
Odland, M.D.; Donald W. Owens, M.D.; David L. Ramsay, M.D.; 
-W; Mitchell Sams, Jr., M.D.; Alan Shalita, M.D.; John M. Shaw, 
M.D.;J. Graham Smith, Jr., M. D.; William D. Stewart, M.D.; John 
S. Strauss, M.D.; Marion B. Sulzberger, M.D.; Roberta Sulzberger: 
"wo Raymond R. Suskind, M.D; D. L. Tuffanelli, M.D.; Eugene Van 
~~ Seott, M.D.; Peyton E. Weary, M.D.; and Isaac Willis, M.D. 
From industry were the following: Erle W. Brauer, M.D. (Rev- 
lon); Paul Freiman (Syntex); Price French (Johnson & Johnson); 
Robert Giovacchini, Ph.D. (Gillette); Richard Hodges (Sylvania); 
Ben Marr Lanman, M.D. (Bristol-Myers); Joel I. Levine, M.D. 
(E.R. Squibb & Sons); William Sallee (Dome); Steven Schneider 
(Schering); Joseph Smith, M.D. (Searle); and William Torrens 
(Barnes- Hind). 
From Government, the Public, and the AMA were George 
Brooks, Ph.D. (NIH); Beverly Foster (Psoriasis Foundation); Jan 
Kohlemainen (AMA); and Kenneth Prescott, Ph.D. (NPD Council). 
Special consultants and guest speakers were Stephen T. 
Donohue (AAD public relations counsel); Daniel Gothie, M.D.A. 
(management consultant); John T. Grupenhoff, Ph.D. (AAD gov- 
. ernmenta! liaison representative); Curtis Tompkins, Ph.D. (man- 
. agement consultant); Stanley B. Troup, M.D. (guest speaker); Ju- 
E . lian Scheer (public relations consultant); and Robert H. Williams, 
. (guest speaker). 
The AAD's National Program for Dermatology would like to ac- 




















knowledge financial and administrative support for the confer- ` 
ence from the following: American Academy of Dermatology; ~~ 
Dermatology Foundation; Barnes-Hinds Pharmaceuticals, Ine; =- 
Dome Laboratories; Gillette Company; .G. S. Herbert Labora- a 
tories; Johnson & Johnson; Owen Laboratories; Revlon, Ine; Hel- oo 
ena Rubinstein; Schering Corporation; Searle Laboratories; E. Ro 


Squibb & Sons, Inc.; Stiefel Laboratories, Ine.; and Syntex Lebe: : S 
ratories, Inc. ilg 


The Dermatologist's Washington 


A report on the Washington scene from the AAD's 
Washington liaison representative, John T. dpi 


National Health Insurance š =- 
The pattern of the probable National Health Insurance " En 


scheme to be enacted into law becomes clearer as time — 
goes on. The economic situation, and the problem of a pos- 
sible New York City default, would be a major factor  . 
working against a very comprehensive plan—such as that . 
presented by Senator Edward Kennedy. In addition, there 
are other factors that are working against such a plan, in- 


cluding the disillusionment of a number of "liberal" sena- 


tors and congressmen who had looked to government ser- . . 


vices and programs to solve many of the social ills of the 
nation. They are now turning against "excessive spend- 
ing," "big government," "bureaucratic management of so- 
ciety and economics,” and other similar concepts. 

All of this works against a comprehensive National 
Health Insurance Plan. Increasingly, it is becoming the 
judgment in Congress that there simply are not enough 
federal dollars available to pay for such a program and 
that such a massive infusion of dollars, along with the re- 
quired controls on the system that the Kennedy Plan an- 
ticipates simply would cause a totally unmanageable situ- 
ation to develop in the health care delivery system. 


A “Catastrophic” Program Probable 

That pattern of movement toward a “catastrophic” 
plan, which would provide that a certain number of days 
in the hospital and a certain amount of medical bills would 
have to be paid by the individual or the family before the ` 
federal payments begin, is much more definite in the Sen- 
ate than in the House. (The Long-Rubicoff bill, providing 


for payment for 60 days of hospitalization, plus $2,000 x 
medical bill payment before federal insurance begins, is — . 


the scheme most likely to be debated and adjusted.) 

In the House, the pattern is less clear—though discus- 
sions with members of the Ways and Means Committee's 
Subcommittee on Health and the Interstate and Foreign 
Commerce Committee's Subcommittee on Publie Health 
and Environment (which uneasily share a somewhat unde- 
fined jurisdiction over National Health Insurance legisla- 
tion) indicate that the comprehensive approach is to be re- 
jected there as well. These two subcommittees generally 
have been fiscally conservative compared with other com- 


mittees of the House and Senate. As the pendulum is - E. 


swinging toward more fiscal conservativism in the House, - 
it can be expected that the "catastrophic"-type program E 
will be developed there as well as in the Senate. rm 
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What Would the Plan include? 


Aside from the "eatastrophic" approach, what else 


pe might be expected? It seems likely that the Medicaid 
=>, program—now administered by the states on an uneven 
. basis—would become a federalized program and, perhaps, 







"would take the shape of a federally assisted purchase of 
comprehensive insurance for all those persons and fam- 


< ilies who have incomes in the poverty range. It is likely 


that the Medieare program would be folded into such a 
scheme and also that private insurance companies would be 
lieensed to provide insurance coverage to the general 
population for that amount of medical eare and hospital 
care that the federal government would not pay for. 


The Time-Frame 


What is the time-frame for this form of National 





Health Insurance? Given all the problems now faeed by 
the nation, it is likely that the President will not propose a 
scheme for 1976—especially given his stance on spending. 
Even if he does, it is not likely that he will push it hard. It 
is not likely that the Congress will be able to take the 
leadership on the issue, either. It has severe organiza- 
tional problems of its own. 


What it means to Dermatologists 


What does this mean for dermatologists? It means that 
those who are deeply concerned with some aspects of the 
Medicare and Medicaid programs would develop positions 
on necessary reforms and take them to the Congress as 
soon as possible. This will enable such reforms to be writ- 
ten into law prior to the final development of a National 
Health Insurance program. 


News and Notes 


Foundation for International Derma- 
tologic Education.—In this issue of AR- 
CHIVES, there is an article that de- 
seribes the plight of dermatologists in 
India. The article also states that the 
most pressing deficiencies in the der- 
matologie structure in India could be 
corrected. Since that artiele was sub- 
mitted, the Foundation for Inter- 
national Dermatologie Education has 
awarded a short-term fellowship to 
an Indian dermatologist so that he 
may study dermatopathology in the 
United States. Many other projects 
are planned. 

The Foundation for International 
Dermatologic Education is engaged in 
a fund-raising campaign to assist 
dermatologic education in developing 
countries. Annual membership is $30 
(tax deductible). Send contributions to 
Coleman Jacobson, MD, Treasurer, 
3707 Gaston Ave, Dallas, TX 75240. 


AMA Section on Dermatology.—The 
Section on Dermatology of the Amer- 
ican Medical Association will meet in 
Dallas, June 26-30, 1976. An inter- 
esting and informative program is 
being planned for symposia devoted 
to the sexually transmitted diseases, 
advances in skin therapy, skin dis- 
eases concerned with the gen- 
itourinary system, and environmen- 
tal skin diseases. Courses include a 
refresher course in dermatopathol- 
ogy, a live clinic session, dermatology 
4«. for the nondermatologist, and der- 

`: matological surgery. 
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Position Open.—The Hadassah Med- 
ical Organization announces a va- 
eancy for the post of Head of the 
Department of Dermatology and Ve- 
nereology at the Hadassah-Hebrew 
University Medical Center in Jerusa- 
lem. The department comprises 12 in- 
patient beds, a day care facility for 
eight to ten patients, and an out- 
patient clinic with about 20,000 pa- 
tient visits annually. 

Candidates should have rich experi- 
ence in clinical work, teaching, and 
research. The post is combined with 
high academic status in the Hebrew 
University-Hadassah Medical School. 

Applications, accompanied by cur- 
riculum vitae and sample publica- 
tions, may be addressed in confidence 
to the Director General, Hadassah 
Medical Organization, PO Box 499, 
Jerusalem, Israel, up to Feb 28, 1976. 


Skin Program for Nurses.—A pro- 
gram titled Skin 1976: What Every 
Nurse Should Know About Skin Dis- 
orders will be sponsored by the De- 
partment of Dermatology, University 
of Miami, and the Jackson Memorial 
Hospital on March 5-7, 1976, at the 
Hyatt House in Miami Beach, Fla. 
This unique conference, the first of its 
kind, will endeavor to acquaint nurses 
practicing in widely diverse settings 
with the nursing assessment and in- 
tervention techniques necessary to 
provide nursing care to patients with 
skin disorders. Advanced registration 
is requested no later than Feb 5, 1976, 


The fee is $100. This program has 
been approved for 1.25 Continuing 
Education Units by the Committee of 
Nursing Education of the Florida 
Nurses Association. For further in- 
formation, contact Carolyn North, 
RN, Program Director, Department 
of Dermatology, School of Medicine, 
PO Box 875, Biscayne Annex, Miami, 
FL 33152. 


Clinically Oriented Academic Derma- 
tologist for VA Hospital Position at 
UCSF.-The Department of Derma- 
tology, at University of California, 
San Francisco, is seeking a young 
clinically oriented academic derma- 
tologist for a 50% to 100% position to 
supervise clinic teaching, in-patient 
service, and the operation of a psora- 
len-black-light facility at the VA 
Hospital in San Francisco. Candi- 
dates should be board-eligible or 
board-certified in dermatology with 
one to two years of additional teach- 
ing experience. Expertise in photobi- 
ology and academic interests are 
highly desirable. The position calls for 
an assistant clinical professor, and 
the salary is negotiable aecording to 
background and experience. Inter- 
ested parties should send their cur- 
rieulum vitae and letters of recom- 
mendation directly to Dr William L. 
Epstein, Chairman, Department of 
Dermatology, University of Califor- 
nia at San Franciseo, San Francisco, 
CA 94143. The University of Califor- 
nia at San Francisco is an equal op- 
portunity employer. 
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Í SHAMPOO neutral pH 
DERMA- | | preservatives 
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616 ALLEN AVE., 
GLENDALE, CA 


PERSON & COVEY INC. fax 


Your young acne patients aren't 
dummies. They want and deserve 
over-scrub protection. Not the rough, 
irritated skin a sandpapery cleanser 
can cause. 


Thats where Komex® comes in. 
No other scrub cleanser is so mild, yet 
effective. When used with ample water, 
patented Komex SCRUBULES™ 
(sodium tetraborate decahydrate) 
break down and dissolve completely as 


.. they deep-clean troubled skin. The 


amount of water you advise a patient 
to use determines the length of time 
SCRUBULES last — giving you even 
more control over abradancy. Komex 


virtually eliminates the danger of 
uncomfortable over-scrub often 
associated with non-dissolving 
abradants. 


No drying and flaking with Komex. 
Komex contains a unique skin 
conditioning ingredient to prevent the 
drying and flaking which results from 
other acne scrubs. Your patients will 
enjoy that Komex feeling because it 
leaves faces feeling fresh and clean. 


Barnes-Hind Laboratories 
Division of Barnes-Hind Pharmaceuticals, Inc. 
895 Kifer Road 


Sunnyvale, California 94086 


KOMEX...the only dissolving 


acne scrub 
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Aluminum Oxide particles (corundum) re- 
duced from x100. Rated next to diamond 
in hardness on Mohs' scale,' these particles 
are typically sharp-edged, rigidly-shaped, and 
will not dissolve. 





Polyethylene particles reduced from x 100. 
Rated low on the Mohs’ scale, these particles 
will not dissolve in water. The nonuniform 
size, shape and surface provide abradancy 
because of roughness. 





Kómex SCRUBULES reduced from x 100. Uni- 
form, smooth-edged particles rate low to me- 
dium on Mohs' hardness scale. Tough enough 
to do the job effectively, they dissolve com- 
putes in 60 seconds when mixed with 
water 


! The Mohs' scale is a commonly-used refer- 
ence point for comparing the hardness of 
materials. 

? CUTIS, Aug. 1974, “Abradant Cleansing 
eur for Acne Vulgaris," Sibley, Browne, Kitz- « 
miller. 
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IN ATOPIC DERMATITIS 

IN NUMMULAR ECZEMA 
IN LICHEN PLANUS 

IN NEURODERMATITIS 


ues 


CÓ 
. 
a ae 


C e. 


` seese s 


Ae ay --. ae: | ; 
a Sum ME ernst 


et teSSNT 





In the serous inflammatory 
process, plasma escapes between 
the endothelial cells and out of the 
blood vessels. Granulocytes, lympho- 
cytes, monocytes and erythrocytes 
find their way out through the cellular 
gaps into the same area. 


Mast cells rupture and release 
histamine, sustaining vasodilitation 
and capillary permeability. Lyso- 
somal enzymes and the acid pH in 
the pericapillary area of inflamma- 
tion cause dissolution and disinte- 
gration of the collagenous filaments. 


The rapidly spreading reac- : 
tion, which starts in the small veins 
and then the capillaries, is kept in 
operation by histamine, polypeptides 
and bradykinin, together with cell 
breakdown products. 


RENDITION OF AN ACUTE INFLAMMATORY PROCESS AND 
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inflamed capillary 
with contracted 
endothelial cell 


Escaping plasma 
Broken intercellular 
bridge 


Plasma collecting 
between pericytes and 
basement membrane 


5 Separation of endothelial 
cell from basement 
membrane 


fe Granulocytes* 
7 Lymphocytes* 
8 Erythrocytes* 
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Ruptured mast cell 


1 0 Partially disintegrated 
collagenous filaments 
*escaping 











Fluocinonide, the steroid in 


Lidex® cream and ointment and 


Topsyn® gel, is an effective anti- (FLUOCINONIDE) QO596 
inflammatory, vasoconstrictive and 
antipruritic agent. The fluocinonide FOR EFFICACY 
in each form of these Syntex topical 
preparations is 10076 dissolved, so 
that it is readily available upon 
application. 
For the inflammatory manifes- 
tations of all steroid-responsive 
dermatoses, Lidex and Topsyn topicals 
mean effective, full-potency therapy. 


RENDITION OF THE EFFECTS OF FLUOCINONIDE IN THE CAPILLARY AREA 
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Tight intercellular 
junction — returned to 
normal state 


Normal intercellular 
©1100 [s 


, PIN Hew ~ as 


Basement membrane 
returned to normal state 


Pericytes returning to 
normal position 


Lymphocytes* 
Monocytes* 
Erythrocytes* 


Mast cell* 
*stabilizing 


See next page for summary of 
prescribing information 





THE LIDEX | (FLUOCINONIDE) 005% 


EAMILY 
OF TOPICAL 








STEROIDS 


Lidex 0.05% cream 
(fluocinonide) 


DESCRIPTION 

LIDEX cream 0.05%, LIDEX ointment 0.05% and 
TOPSYN Gel 0.05% contain the active com- 
pound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, 
has the chemical formula 6a, 9a -difluoro-118, 
lóa, 17a, 2--tetrahydroxypregna-1,4-diene-3, 
20-dione, cyclic 16, 17-acetal with acetone 21- 
acetate. Its chemical structure is: 


LIDEX cream contains fluocinonide in FAPG* 
cream, a specially formulated cream base 
consisting of stearyl alcohol, polyethylene 
glycol 6000, propylene glycol, 1, 2, 6-hexane- 
triol and citric acid. This white cream vehicle 
is greaseless, non-staining, anhydrous and 
completely water miscible. The base provides 
emollient and hydrophilic properties. In this 
formulation, the active ingredient is totally in 
solution. 

LIDEX ointment contains fluocinonide in a spe- 
cially formulated ointment base consisting of 
Amerchol CAB (mixture of sterols and higher 
alcohols), white petrolatum, propylene car- 
bonate and propylene glycol. It provides the 
occlusive and emollient effects desirable in an 
ointment. In this formulation the active ingredi- 
ent is totally in solution. 

'* TOPSYN Gel contains fluocinonide in a spe- 
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Lidex 
0.05% ointment 
(fluocinonide) 


LIDEX’ 


i 
' 


cially formulated gel base consisting of propyl- 
ene glycol, propyl gallate, disodium edetate, 
and Carbopol 940 (carboxypolymethylene) 
with NaOH and/or HCL added to adjust the 
pH. This clear, colorless, thixotropic vehicle is 
greaseless, non-staining and completely water 
miscible. In this formulation, the active ingredi- 
ent is totally in solution. 


ACTIONS 


LIDEX (fluocinonide) cream and ointment and 
TOPSYN (fluocinonide) Gel are effective be- 
cause of their anti-inflammatory, antipruritic 
and vasoconstrictor action. 


INDICATIONS 

LIDEX cream and ointment and TOPSYN Gel 
are intended for the relief of inflammatory 
manifestations of corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in vac- 
cinia and varicella. Topical steroids are con- 
traindicated in those patients with a history 
of hypersensitivity to any of the components of 
the preparation. 


PRECAUTIONS 

If irritation develops, the cream, ointment or 
gel should be discontinued and appropriate 
therapy instituted. In the presence of an infec- 
tion the use of an appropriate antifungal or 
antibacterial agent should be instituted. 

If a favorable response does not occur promptly, 
the corticosteroid cream, ointment or gel 
should be discontinued until the infection has 
been adequately controlled. 

If extensive areas are treated, the possibility 
exists of increased systemic absorption and 
suitable precautions should be taken. 
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and the 
fluocinonide gel 
known as 
Topsyn* 0.05% 
- (fluocinonide) 

60 GRAMS 
TOPSYN" 
'IFUOCINONIDE] 


1005% GEL 


| FOR TOPICAL USE ONLY 


CAUTION: Federal lew 
Pradata diapenging 
"^nod prescription 


Although topical steroids have not been 
reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant 
females has not absolutely been established. 
Therefore, they should not be used extensively 
on pregnant patients, in large amounts or for 
prolonged periods of time. 

LIDEX* (fluocinonide) cream and ointment and 
TOPSYN* (fluocinonide) Gel are not for oph- 
thalmic use. 


ADVERSE REACTIONS 

The following local adverse reactions have 
Deen reported with topical corticosteroids: 
buming folliculitis 

itching acneform eruptions 
irritation hypopigmentation 
dryness striae 

secondary infection skin atrophy 


DOSAGE AND ADMINISTRATION 

A small amount should be gently massaged 
into the affected area three or four times daily, 
as needed. 


HOW SUPPLIED 

LIDEX 0.05% Cream — 15g, 30g and 60g 
tubes. 

LIDEX 0.05% Ointment — 15g, 30g and 60g 
tubes. 

TOPSYN Gel 0.05% — 15g and 60g tubes. 


Address medical inquiries to: 
Syntex Laboratories, Inc. 
Palo Alto, California 94304 


OYNTEX: 


SYNTEX LABORATORIES, INC 
PALO ALTO. CALIFORNIA 94304 
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In Memoriam 


Anthony C. Cipollaro, MD 


P eran Caesar Cipollaro, MD, 
(Figure) died on July 5, 19775, in 
the New York Hospital of acute myo- 
cardial infarction. He had been ac- 
tively engaged in the practice of der- 
matology up until the time of his 
death, and he continued to maintain 
an avid interest in his chosen field of 
specialty. 

Anthony Cipollaro was born in New 
York City on Aug 5, 1900. Tony mar- 
ried Rose Sullivan on July 2, 1925, 
while he was still in Medical School; 
they were inseparable companions, 
and Rose's contributions to her be- 
loved Tony's successful professional 
life were immeasurable. They cele- 
brated their 50th wedding anniver- 
sary three days prior to his death. 

He attended Dartmouth College 
and received his MD degree from the 
College of Physicians and Surgeons 
of Columbia University in 1927. He 
served as medical intern in the New 
York Postgraduate Hospital for two 
years and received his dermatological 
training there and as a preceptee in 
the office of Dr George Miller 
MacKee, who was the dominant fig- 
ure in dermatology at that time. He 
was appointed to the staff of the De- 
partment of Dermatology and Syph- 
ilology of the New York Postgraduate 
Hospital's Skin and Cancer Unit in 
1930. There he rose to the rank of as- 
sistant clinical professor and was as- 
sistant director of the Department of 
Dermatology at the time of his resig- 
nation in 1948. From 1948 to 1958, he 
was director of the Department of 
Dermatology at the New York Poly- 
clinic Medical School and Hospital, 
during which time he organized and 
directed one of the country’s most ac- 
tive training programs in dermatol- 
ogy. In 1948, he also joined the staff 
of the New York Hospital-Cornell 
University Medical College, and at 
the time of his death he was emeritus 
clinical professor and consultant der- 
matologist. During these years, he 
trained a number of young dermatol- 
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ogists as preceptees in his office. 

For 20 years, he was lecturer on tu- 
berculosis of the skin at the Trudeau 
Sanitarium. He was a member and 
president of the New York City Divi- 
sion of the American Cancer Society 
and was active in the national soci- 
ety. For his contributions to both the 
local and national cancer societies he 
received the Bronze Medal of the 
American Cancer Society for out- 
standing contributions to the control 
of cancer in 1959, and in 1962, he was 
awarded the Clement Cleveland Med- 
al. He was a member of the American 
Board of Dermatology for nine years 
and served as secretary and presi- 
dent. He was a member of the Ameri- 
can Academy of Dermatology since 
its inception and was president from 
1958 to 1959. "Cip" was a member of 
the American Dermatological Associ- 
ation and was its president in 1965 to 
1966. He was also chairman of the 


Anthony C. Cipollaro, MD 





Section of Dermatology of the Medi- 
cal Society of the State of New York 
and of that of the American Medical 
Association. He was also on the Edi- 
torial Board of the Archives of Der- 
matology and Syphilology from 1950 
to 1962. He was a member and presi- 
dent several times of both the New 


York and Manhattan Dermatological — 


societies. He was also a member of 
the New York Academy of Medicine 
and was chairman of the Section of 
Dermatology and chairman of the 
Committee on Admissions, as well as 
secretary, of the Academy of Medi- 
cine from 1964 to 1966. He was one of 
the founding organizers of the Soci- 
ety of Tropical Dermatology, helping 
his old friend Aldo Castellani to 
achieve a lifelong dream. He was an 
honorary member of the Dermato- 
logical Associations of Australia, 
Venezuela, and Rhode Island and a 
corresponding member of the Italian, 
French, and Swedish Dermatological 
societies. With Dr George Miller 
MacKee as coauthor, he wrote three 
books: Cutaneous Cancer and Pre- 
cancer, Skin Diseases in Children, 
and the fourth edition of X-rays and 
Radium in the Treatment of Diseases 
of the Skin. He wrote a completely 
new fifth edition of the last men- 
tioned book, with Paul Crossland as 
coauthor. He also contributed about 
100 articles to medical journals and 
wrote chapters in 27 medical text- 
books. 

In spite of the fact that Cip was 
recognized as the leading authority 
on radiation therapy in dermatology, 
he considered himself to be a clinical 
dermatologist. His main academic in- 
terests were in medical education, 
treatment of cancer, and radiation 
therapy. 

Cip had few interests besides 
dermatology, and he refused to retire 
from active practice and active mem- 
bership in scientific societies. He 
enjoyed gardening, photography, and 
the history of American dermatology. 
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. He was a fascinating raconteur of 
many anecdotes relating to the devel- 
opment of dermatology in the United 
-States, and he personally knew most 
of the giants of dermatology of the 
.past 50 years and enjoyed talking 
"about their professional and personal 
experiences. He had a particular love 
for his teachers, Henry Michelson and 
<o Isadore Rosen, and he enjoyed close 
—.- friendships with his contemporaries, 
George Lewis and Maurice Costello, 

for many years before their deaths. 

He shared with them an unusually 





firm stand for ethical principles and 
honesty and was a harsh critic of 
those who did not adhere to these pre- 
cepts. 

With the loss of Anthony C. Cipol- 
laro, dermatology has lost one of the 
giants of his generation. He was a 
fine physician who had infinite pa- 
tience and compassion, but above all, 
he was a great teacher who gave of 
himself unselfishly. He lived by the 
following code, which I quote from a 
certificate that was presented to him 
on the occasion of his tenth anniver- 


Norman N. Epstein 


n T passing of Norman Epstein 

| X eame as an unexpected tragedy 

.: to his family, to untold numbers of 

<: friends and admirers, and to those in 

the field of dermatology. He was in 

- .exeellent physical and mental health 

and practiced dermatology every day. 

He died due to complications of emer- 

gency surgery while on a vacation 
trip. 

Despite his modesty and self-effac- 
ing personality, Norman had a pro- 
found effect on American dermatol- 
ogy. An outstanding clinician, he was 
the first to describe scleredema adul- 
torum in this country. His most impor- 
tant contribution was the discovery 
and development of the “blanket 
method” of producing hyperpyrexia 
for the treatment of neurosyphilis. 

This eliminated the need for injec- 
tions of malaria organisms with its 
—. unpredictable reactions or the need 
7 for expensive complex commercial 
—. machines. Most important, it allowed 
—^ for accurate control of the therapeu- 
tic fever. He also popularized the rose 
.bengal test as a measurement of he- 
< patie function. In about 60 contribu- 
. tions to the literature, he displayed 
> an aptitude for careful observation 
and clear thinking. 
- Perhaps his greatest contribution 
-i to dermatology was to be found in his 
~~ ability to inspire others. Two of his 
. Sons became leaders in the specialty. 
m His nephew shows promise of follow- 
.. ing in the footsteps of his cousins. It 
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is impossible to estimate how many 
students, inspired by his teachings, 
became dermatologists. The third edi- 
tion of Skin Surgery was dedicated to 
Norman in recognition of his ability 
to influence others to bring their tal- 
ents to our field and to make impor- 
tant contributions therein. 

Because of his own activities, Nor- 
man was recognized as a leader in 
dermatology . . . locally, nationally, 
and internationally. He wrote the 
first constitution of the San Francisco 
Dermatological Society and was the 
first secretary and later the president 
of that society. He was an active 
founder of the Pacifie Dermatologic 
Association and was its fifth presi- 
dent as well as a member of many of 
its more important committees. He 
was vice-president of the American 
Dermatologieal Association and was 
the chairman of the membership com- 
mittee of that organization. The Sec- 
tion on Dermatology of the American 
Medical Association honored Norman 
with the vice-chairmanship of their 
session. For many years, he was chief 
of dermatology and secretary of the 
staff of Mt Zion Hospital. He pro- 
gressed through the ranks at the Uni- 
versity of California, San Francisco, 
starting as an instructor but attain- 
ing the position of emeritus professor 
of dermatology. The Pacific Derma- 
tologie Association designated him an 
honorary member. The San Francisco 
Dermatological Society honored him 


~e 


sary as professor of dermatology and 
syphilology at the New York Poly- 
clinice Medical School and Hospital. 
"The obligation of knowledge is two- 
fold. First, it is only loaned for the 
good of all. Second, it can only be 
repaid by teaching to others during 
your lifetime," That was his great 
motivation and living example to all. 
When combined with great ability, 
charm, energy, and self-sacrifice, we 
found in him one of the very finest of 
our human relationships. May his soul 
rest in peace. 


MD 


with special events twice and also 
awarded him the status of honorary 
member. His diseussion of papers or 
cases at meetings were concise, perti- 
nent, and thought-provoking. 

Norman loved life and he lived it to 
the hilt. Annually, he took a long trip 
to Europe. At Christmas, he traveled 
to Mexico or Hawaii or wherever his 
fancy took him. His was one of the 
busier practices in San Francisco. He 
trained a number of California der- 
matologists in his office and in clinics. 
His sons John and Denny Tuffanelli 
became permanent members of his 
staff. 

He led an active social life, living 40 
years with his wife Gertrude, each 
contributing to the other's joy of life. 
He was an excellent card player but a 
duffer at golf. 

Although it may be considered by 
some to be immodest, I cannot con- 
clude this tribute without saying 
something about my own relationship 
with my brother. He was 13 years 
older than I and was not only an in- 
spiration but a guide on my way 
through life and into dermatology. I 
must recognize and admit that any- 
thing that I have accomplished in this 
specialty must be credited at least 
partially to Norman’s influence. I will 
miss my brother as much as anyone 
will and have suffered a great per- 
sonal loss. 

ERVIN Epstein, MD 
Oakland, Calif 
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1. EXZIT Medicated Cleanser — 5, 
(colloidal sulfur, salicylic acid) E 4 | 
..morning and night "m 


2. EXZIT Medicated Creme 


(colloidal sulfur, resorcinol monoacetate) 


EXZIT: to "exit" acne... 


...all day, after cleansing keeps the skin medicated day and night 
3. EXZIT Medicated Lotion C helps dry and peel acne blemishes 
(colloidal sulfur, resorcinol monoacetate) Ed dries excess skin olls 
b ...all night, after cleansing O cosmetically neat...pleasantly tragran 
| : Dome Laboratories 
Ask your Dome Representative for EXZIT Patient Starter Samples. CGE VP 


West Haven Connecticut 06516 US; 


Tinea corporis 


Tinea cruris 


Tinea manuum 


Tinea pedis 


"in infections due to these commonly implicated 
organisms: Trichophyton rubrum, T. tonsurans, T. 
mentagrophytes, Microsporum canis, and E pider- 
mophyton floccosum. Halotex is also useful in tinea 
versicolor due to Malassezia furfur. 











When treating these tinea infections, 
consider safe* and effective Halotex? 
(haloprogin). Rx only Halotex is a 
nonstaining, nongreasy topical agent 
available in convenient and economical 
sizes. Halotex cream in 30 g. tubes, 
Halotex solution (especially useful in hairy 
areas of the body) in 10 and 30 ml sizes. 


Di [o] fe doi LoT on file at Westwood. 


Prescribe 


Halotex’ a 


(haloprog in) Ñ i o 


— IL 


1% Crea m/Solution E ii Sten 


Helps relieve associated itching, burning and scaling 


Halotex 


(haloprogin) 1% Cream/Solution 


Description: 

Halotex cream provides 196 haloprogin in a 
water-dispersible, semi-solid cream base. Each 
gram contains 10 mg. haloprogin solubilized in 
polyethylene glycol 400, polyethylene glycol 
4000, diethyl sebacate and Copel eae. 
done. Halotex solution provides 1% (10 mg. per 
ml.) haloprogin in a homogeneous vehicle of 
diethyl sebacate and alcohol. 


Action: 

Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the 
skin. 


Indications: 

Halotex cream and solution are indicated for the 
topical treatment of tinea pedis, tinea cruris, 
tinea corporis and tinea manuum due to infec- 


tinea versicolor due to ebrios furfur. 


Contraindications: 

Halotex preparations are contraindicated in 
those individuals who have shown hypersensi- 
tivity to any of the components. 


Warning: 
USAGE IN PREGNANCY- Safety for use in 
pregnancy has not been established. 


Precautions: 

In case of sensitization or irritation due to Halo- 
tex cream or solution or any of the ingredients, 
treatment with these preparations should be 
discontinued and appropriate therapy instituted. 


If a patient shows no improvement after four 
weeks of treatment with Halotex cream or solu- 
tion, the diagnosis should be redetermined. In 
mixed infections where bacteria or nonsuscep- 
tible fungi are present, supplementary systemic 
anti-infective therapy may be indicated. 


For external use only. KEEP OUT OF EYES. 


Adverse Reactions: 

Reactions reported include: (1) local irritation, 
burning sensation, vesicle formation, and (2) 
increased maceration, pruritus or exacerbation 
of pre-existing lesions. 


Dosage and administration: 
Halotex cream and solution should be applied 
liberally to the affected area twice daily for two 
to three weeks. Interdigital lesions may require 
up to four weeks of therapy. 


How Supplied: 
Halotex* cream 1% (10 mg. per g.) 30 g. col- 
lapsible aluminum tube NDC 0072-7130- 02. 


Halotex* solution 1% (10 mg. per ml.) 10 ml. 
polyethylene bottle with controlled drop tip NDC 
0072-7210-02 and 30 ml. polyethylene bottle 
with controlled drop tip NDC 0072-7230-02. 


DISTRIBUTED BY 


LLIESTUIOOD 


PHARMACEUTICALS INC 
Buffalo, New York 14213 
in Canada, Belleville, Ontario KBNTE2 
Manufactured by Mead Johnson & Company 
Evansville, Indiana 47721 


















TABLETS: 10 mg, 25 mg, and 50 















rapid antianxiety acti 
demonstrated antihistar 


Hypersensitivity to hydroxyzine. Mice 
rat; and rabbit, induced fetal abnormalities | 

erapeutic range. Clinical data in human beings 4 
egnancy. Until such data are available, hydroxyzine i 


z:autions: Hydroxyzine may potentiate the action o 
h as meperidine and barbiturates. in conjunctive: 
reduced. Because drowsiness may occur, pationia 
operating dangerous machinery. 


Adverse Reactions: Drowsiness may oc 
few days of continued therapy or upon: 
higher doses. Involuntary motor ae 
been reported, uua with higt 





A New Skin Cleansing System 
for Your Acne Patients. 


XJ "KIT FOR 


ACNE 


BUF-PUF Nonmedicated Cleansing Sponge and BUF Acne Cleansing Bar team up 
to provide the gently abrasive, thorough cleansing that acne patients need. 
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Nonmedicated Cleansing Sponge Acne Cleansing Bar 








e Unique nonwoven polyester : 
penge removes dirt and dead compaq 
skin cells ! 

* Helps loosen existing comedones 
and prevent formation of new ones 

e 93% patient acceptance in 
clinical trials* 





e Cleans the skin and removes 
excess oils 


e Contains drying agents— sulfur 
and salicylic acid 


e Mild, nonirritating, soap-free 
e pH compatible with that of the skin 


Available at pharmacies. 


Riker Laboratories, Inc. "3tY] 









NORTHRIDGE, CALIFORNIA 81324 COMPANY 
Member Company 
Certified Medical Representatives Institute, Inc 


*Data on file, Medical Department, 
Riker Laboratories, Inc 
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a `  Naprox en and Psoriasis 


To the Editor.-Naproxen (d-2-[6’- 
methoxy-2'-naphthyllpropionie acid) 
is a nonsteroidal, anti-inflammatory 


E drug currently undergoing clinical 


evaluation in the United States. The 


-`~ -compound has demonstrable efficacy 
in the management of arthritis.'* In 
.— the course of these investigations, we 
.. received a number of isolated reports 


of improvement in the skin of psori- 
atic patients who were being treated 
with naproxen for their arthritis. 
"Further, in the active "underground" 


- of psoriatic patients, reports of the 
o^. favorable effect of this drug have 
_ been circulated, and a number of pa- 
^. "tients are purchasing this drug in 


~Mexico and Canada, where it has 
been. marketed for some time. In view 


n to conduct a ‘carefully controlled 
- double blind study to test the efficacy 
of this drug in the treatment of pso- 
riasis. 


Materials and Methods.— Adult patients 


‘with stable, chronic psoriasis volunteered 
Kk... to participate in the study after being in- 


formed as to the nature of the drug and 
. the design of the study. Pregnant or nurs- 
- ing women were excluded from the study, 


as were patients who had taken systemic 


corticosteroids within six months of the 
start of the trial or methotrexate within a 
year of the start of the trial or both. Rou- 
tine laboratory studies, including urinaly- 
sis, hemogram, and blood chemistry stud- 
ies using an automated multiple analysis 
system, were done before, during, and at 
the termination of the study. 

All patients were assigned in a double 
blind fashion and received either 250 mg of 


Naproxen or a placebo tablet of identical 
|, appearance three times a day for six 


months, One typical psoriatic plaque on 

each patient was left untreated, except for 
petrolatum, whieh was used as needed for 
softening or descaling the area. The other 
psoriatic areas of the body were treated by 
eonventional methods at the discretion of 


"E — the individual investigator, but extensive 
use of potent topically applied cortico- 


steroids was discouraged. Both the un- 
treated test area and the treated areas of 
each patient were assessed at monthly in- 
tervals. 

Sixty-nine patients entered into the six- 
month study; 44 continued to completion. 
Four patients were discontinued from 
therapy when the study was terminated; 
ten patients were not available for follow- 


T .. up; five patients became discouraged and 
withdrew; one patient receiving the pla- 








cebo was removed from the study because 
of an acute psychosis. Five patients re- 
iving naproxen were removed from the 
udy because of complaints attributed to 
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the medication; of these five patients, two 
complained of gastrointestinal distress, 
one of substernal pain, one of numbness 
and tingling of the scalp, and one of 
dysuria. 


Results.—Forty-four patients com- 
pleted the six-month study. For the 
21 patients receiving naproxen, 17 of 
the test areas treated only with pet- 
rolatum showed no notable change, 
and four showed substantial improve- 
ment. Of the areas in which conven- 
tional treatment was used, one be- 
came worse, 16 were unchanged, and 
four were substantially improved. 

Twenty-three of the 44 patients re- 
ceived the placebo, and their re- 
sponses were similar to those of the 
patients receiving naproxen. Of the 
untreated areas, none became worse, 
18 were unchanged, and five showed 
substantial improvement. Of the re- 
maining areas, treated with conven- 


tional topieal therapy, two became 


worse, 16 were unchanged, and five 
improved. mE 

It is apparent that treatment with 
naproxen had no notable effect on the 
evolution of the psoriasis, either in 
areas treated topically with petrola- 
tum alone or in those areas treated 
with other medications. During the 
study, no important changes occurred 
in the laboratory values. 

Comment.—Any new drug that of- 
fers some potential in the treatment 
of psoriasis is eagerly received by 
both patient and physician. In the 
past, favorable but uncritical studies 
have led to the extensive use of new 
drugs until the novelty wears off 
or until adequate studies show un- 
equivocal evidence of ineffieacy. In 
this instance, the early, enthusiastic 
reports of improvement in their skin 
from psoriatic patients receiving 
naproxen for their arthritis could not 
be confirmed. 

A second look at the results in this 
study clarifies why it is easy for phy- 
sicians and patients to be misled. 
Nine of the 44 patients showed "sub- 
stantial improvement” of the un- 
treated area; indeed, five of those 
nine untreated areas were reported 


as cleared at the end of the six 


months. Furthermore, an additional 
19 patients were reported as having 
at least marginal improvement of the 
untreated areas. If these patients are 
ineluded with the nine patients show- 
ing substantial improvement in the 
untreated area, 28 (64%) patients 
could be classified as exhibiting some 
improvement in the untreated area. 


On decoding the study, it was found 


that, of those 28 patients, 14 were | E. 
in the group receiving the placebo 


and 14 were in the group RECON INE vi 

naproxen. : 
K. H. BURDICK, MD 
Palo Alto, Calif 
R. BAUGHMAN, MD 
Hanover, NH 
F. K. BAGATELL, MD 
P. J. CASPER, MD 
E. LEIBSOHN, MD 
D. F. SHANAHAN, MD 
Phoenix, Ariz 

1. Naproxen: Proceedings of an international 


medical symposium. Scand J Rheumatol, suppl 2, |. eu 


pp 1-181, 1973. 


2. Naproxen: Proceedings of an international io j E 
medical symposium held in conjunction with the — 004 
Sixth Pan American Congress on Rheumatie . 


Diseases. J Clin Pharmacol 15:305-384, 1975. 


Penile Petechiae 


To the Editor.-In the book Human "n ES 


Sexual Inadequacy, Masters and ` 
Johnson diseuss the prevention of 
premature ejaculation.' This is per- 
formed by a "squeeze technique" on 
the head of the penis prior to the sen- 
sation of impending ejaculation. The 
following is a report of an adverse ef- 
fect of this technique. 


Report of a Case.~A 27-year-old man 
had had dark spots on the head of his penis 
for one day. Examination showed a non- 
blanching, flat, petechial eruption localized 
entirely to the glans penis. There were no 
other clinical abnormalities. Results of the 
following laboratory studies were within 
normal limits: complete blood cell count, 
platelet count, plasma prothrombin time, 
erythrocyte sedimentation rate, and uri- 
nalysis. The patient takes no medications. 
Questioning disclosed that he had vigor- 
ously squeezed the head of his penis during 
intercourse the previous day. He subse- 
quently felt pain in the head of the penis; 
the next morning, he noticed the eruption. 
Follow-up one day later, and again four 
days later, showed complete vengo of the 
petechiae. 


The transformation of the penis 
from a flaccid to an erect state is a 
vascular phenomenon. When the 
penis is flaecid, the vascular spaces 
contain very little blood and are al- 
most collapsed. During erection, the 
vascular spaces are filed and dis- 
tended with blood at high pressure. 
The distention of the penis with blood 
during erection occurs as a result of 
the opening of the anastomoses be- 
tween the arterioles and the vascular 
spaces in the erectile tissue. 

The patient had a self-inflicted | 
petechial eruption limited entirely to .- 
the glans penis, secondary to manual - 
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compression of the glans penis during 
= erection. This compression, in con- 
junction with the high pressure pres- 


o ent in the vascular spaces, probably 
=- caused rupture of the anastomoses; 
“i= the subsequent leakage of blood ac- 

. counts for the resultant clinical pic- 


ture. 

To my knowledge, this is the first 
report of such a complication arising 
from this treatment for premature 
ejaculation. 

Harvey L. HANDLER, MD 
Toledo, Ohio 

l. Masters WH, Johnsen VE: Human Sexual 
Inadequacy, ed 1. New York, New American Li- 
brary Ine, 1970, pp 101-108. 

2. Stein JJ, Martin DC: Priapism. Urology 3:8- 
14, 1974. 


Threads and Fine Threads 


To the Editor.-The recent cooper- 
ative study "Uses for Immunofluo- 
rescence Tests of Skin and Sera” 
stated that the speckled nuclear im- 
munofluorescence pattern may be as- 
sociated with mixed connective tissue 
(MCT) disease, as described by Sharp 
et al? However, Dr Burnham, empha- 
sizing strict attention to nuclear im- 
munofluorescence morphological fea- 
tures, has demonstrated that the 
nuclear speckles found in MCT dis- 
ease actually correspond to his nu- 
clear immunofluorescence pattern of 
threads and fine threads.’ These pat- 
terns probably represent the ribonu- 
clease-resistant extractable nuclear 
antigen antibody of Sharp et a1.^** Dr 
Burnham has reported the prognostic 
importance of nuclear immunofluo- 
rescence patterns in lupus erythe- 
matosus. He described the thready 
pattern as being the only particulate 
pattern not in his good prognostic 
group, with a 33% incidence of renal 
involvement. The reported incidence 
of renal involvement in MCT disease 


> is extremely low.' Can Dr Burnham 


comment on the low degree of renal 
involvement in MCT disease, a dis- 


order that he has shown demon- 


: -strates the pattern of threads and 
-. fine threads? Or has he found this 


-. pattern to be of poor prognosis only 


E in systemic lupus erythematosus? | 
MAJ Steven D. Pepro, MC, USAF 
Carswell AFB, Tex 


1. Uses for immunofluorescence tests of skin 
and sera: Utilization of immunofluorescence in 
the diagnosis of bullous diseases, lupus ery- 
thematosus, and certain other dermatoses, Coop- 
erative Study. Arch Dermatol 111:371-381, 1975. 

2. Sharp GC, Irvin WS, Tan EM, et al: Mixed 
connective tissue disease: An apparently distinct 
rheumatic disease syndrome associated with a 
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specific antibody to an extractable nuclear anti- 
gen (ENA). Am J Med 52:148-159, 1972. 

3. Burnham TK, Banks PW: Antinuclear anti- 
bodies: I. Patterns of nuclear immunofluo- 
rescence. J Invest Dermatol 62:526-534, 1974. 

4. Burnham TK: Editorial comments, in Mel- 
kerson FD, Pearson RN (eds): Year Book of Der- 
matology. Chicago, Year Book Medical Publish- 
ers Inc, 1974, pp 257-258. 

5. Burnham TK: Antinuclear antibodies: II. 
The prognostic significance of nuclear immuno- 
fluorescent patterns in lupus erythematosus. 
Arch Dermatol 111:203-201, 1975. 


In Reply.—The key to the questions 
asked by Dr Pedro is that he has mis- 
quoted and consequently misinter- 
preted our statements concerning the 
relationship between threads and 
fine threads'? and the two separate 
antibodies to extractable nuclear an- 
tigen (ENA) of Sharp et al.* A serum 
exchange with Gordon C. Sharp, MD, 
showed that the pattern he reported 
as speckles‘ (also referred to as such 
in the cooperative study on immuno- 
fluorescence tests*) could in fact be 
separated morphologically into two 
patterns, threads and fine threads.’ 
We suggested that these two pat- 
terns might represent the two anti- 
bodies reported to be reactive with 
ENA.: Specifically, we suggested that 
the fine threads might possibly repre- 
sent the antibody to ribonuclease- 
sensitive ENA, seen in patients with 
mixed connective tissue (MCT) dis- 
ease,’ while the threads may be pro- 
duced by the antibody to ribonu- 
clease-resistant ENA,; found in 
patients with systemic lupus er- 
ythematosus (SLE).* It was this pat- 
tern of threads, not the pattern of 
fine threads, that we reported as 
being so far the only particulate pat- 
tern not in the good prognostic group, 
with a 3396 incidence of renal involve- 
ment in the SLE patients.’ Patients 
with MCT probably do not have this 
antibody; instead, they probably have 
the antibody to ribonuclease-sensitive 
ENA (probably fine threads). There- 
fore, no discrepancy in the prognostic 
importance of the thready pattern ex- 
ists. 
THOMAS K. BURNHAM, MB, BS 
(LONDON) 
Detroit 

1. Burnham TK, Bank PW: Antinuclear anti- 
bodies: I. Patterns of nuclear immunofluo- 
rescence, J Invest Dermatol 62:526-584, 1974. _ 

2. Burnham TK: Editorial comments, in Mel- 
kerson FD, Pearson RW (eds): Year Book of Der- 
matology. Chicago, Year Book Medical Publish- 
ers Inc, 1974, pp 257-258. 

3. Burnham TK: Antinuclear antibodies: II. 
The prognostic significance of nuclear immuno- 
fluorescent patterns in lupus erythematosus. 


Arch Dermatol 111:203-207, 1975. 
4. Sharp GC, Irvin WS, Tan EM, et al: Mixed 





connective tissue disease: An apparently distinct 
rheumatie disease syndrome associated with a 
specific antibody to an extractable nuelear anti- 
gen (ENA). Am J Med. 52:148-159, 1972. 

5. Uses for immunofluorescence tests of skin 
and sera: Utilization of immunofluorescence in 
the diagnosis of bullous diseases, lupus ery- 
thematosus, and certain other dermatoses, Coop- 
erative Study. Arch Dermatol 111:371-381, 1975. 

6. Burnham TK: Antinuclear antibodies: Sig- 
nificance of nuclear staining patterns, in Beutner 
EH, Chorzelski TP, Bean SF, et al (eds): Immu- 
nopathology of the Skin: Labeled Antibody Stud- 
ies. Stroudsburg, Pa, Dowden, Hutchinson & 
Ross Ine, 1973, pp 379-392. 

Fixed Drug Eruption 
in Plasma Cell Cheilitis 


To the Editor.-With reference to 
plasma cell cheilitis,’ I would like to 
suggest the possibility that the lesion 
reported by Baughman et al was a 
form of fixed drug eruption. It was 
noted that the patient had been 
treated with chlorothiazide and in- 
domethacin, both of which can cause 
fixed eruptions. 

I would like to point out that some- 
what similar, but ulcerated, lesions on 
the center of the lower lip have been 
reported in elderly patients as being 
caused by drugs.’ These lesions show 
substantial plasma cell infiltration, 
and I have seen one ease that was 
caused by indomethacin. I regard such 
lesions as a form of fixed drug erup- 
tion, and I believe that the reason 
these lesions uleerate in patients in 
Sydney is the advanced solar degener- 
ation that always aecompanies them. 
The patient reported by Baughman et 
al appeared to have little solar degen- 
eration, and the lesion would not be 
expected to uleerate. 

Bruce S. Mackie, FACD 
Sydney, Australia 
1. Baughman RD, Berger P, Pringle WM: 
Plasma cell cheilitis. Arch Dermatol 110:725-726, 
1974. 
2. Mackie BS: Drug-induced ulcer of the lip. Br 
J Dermatol 19:106-110, 1967. 


A Chilling Thought 


To the Editor.—Recently, we saw a 
young woman with an unusually se- 
vere and prolonged reaction to liquid 
nitrogen therapy for a small wart on 
her leg. Further investigation dis- 
closed previously undiagnosed cold 
urticaria. Although this patient had 
no systemic problems, with the far 
more vigorous cryosurgical tech- 
niques now popular for treatment of 
neoplasms, the possibility of inducing 
histamine shock in such a patient 
should be seriously considered. 

AXEL W. Hoke, MD 

San Francisco 
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. For jock itch 
and athlete's foot 


Tinactin Cream 


eBegins to relieve itching, burning within 
24 hours 
e Actually kills most skin ringworm fungi 
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Prior to UV treatment, application of: Prior to UV treatment, application of: estar Gel. 
Crude coal tar in hydrophilic ointment 


A clinically and cosmetically 
superior tar agent n the treatment 
of Psoriasis, Chronic Atopic 
Dermatitis, Nummular Eczema, and 
Seborrheic Dermatitis. 









75% of 28 cases received showed GOOD to EXCEL- 
LENT results (29% excellent) when estar Gel was 
.. 6256 of 47 cases received showed GOOD to EXCEL- 
E ... LENT results (40% excellent) when estar Gel was 
used in conjunction with UV light in the treatment of 
psoriasis, a notorious treatment-resistant dermatosis. 


58% of 38 cases received showed GOOD to EXCEL- 
_ENT results (31% excellent) when estar Gel was 
3 used in conjunction with a steroid. 














` PRECAUTION: The greater photo-sensitizing potential 
of estar should be taken into account when used in 
A conjunction with UV therapy. It may be necessary 
|: therefore to carefully regulate UV dosage. 





Typical patient comment: 

"Great! Marvelous— put it on and it feels good. No 
smell—can apply it and wear street clothes. Never 
know that it is on the skin’ “Terrific! Very convenient: 





o8 estar provides effective treatment of psoriasis, 
chronic atopic dermatitis, lichen simplex chroni- 
s cus, nummular eczema, and seborrheic dermatitis 








; Easily applied; spreads evenly and smoothly 
eaves no sticky, greasy residue on skin 





Unique delivery system allows rapid penetration 


.Impedes scaling process; exhibits antipruritic 
qualities 


® Exhibits superior substantivity and photodynamism 





® Achieves an optimum build-up for maintenance 
of efficacy 





Negligible tar odor and staining potential 


: Special emollient formula softens scale build-up; 
helps keep skin soft and supple 


An economical mode of therapy with unequalled 
patient acceptance 


finical test data on file at Westwood Pharmaceuticals 









EL 


NDC 0072-7600-03 


estar" Gel Therapeutic Tar Gel 


Composition: Westwood? Tar (biologically equiva- 
ient to 5% Coal Tar USP) in hydró-alcoholic gel - 
(2995 alcohol). 


Actions and Uses: A therapeutic aid in the treat- 


ment of psoriasis and other tar-responsive derma- — 


toses such as eczema {atopic dermatitis, lichen — 
simplex chronicus, nummular eczema) and sebor- 
rheic dermatitis. estar is suitable for use in a mod- 


ified Goeckerman regimen, either in the hospital. ^ ^. 


or on an outpatient basis; it also can be used in — 
follow-up treatment to help maintain remissions. 


Contraindications: estar should not be applied to . c ee 
acutely inflamed skin or used by individuals who 9 sad oe nt 


are known to be sensitive to coal tar, 


Dosage and Administration: 
Psoriasis: 


estar can be applied at bedtime in the following — E 


manner: the patient should massage estar into B 


affected areas, allow the gel to remain for five min- | 


utes, and then remove excess by patting with tissues. 


Chronic atopic dermatitis, Lichen simplex chronicus, 
Nummular eczema, and Seborrheic dermatitis: 
One or two applications per day, as described above. 
are suggested. if dryness occurs, an emollient may 
be applied one hour after estar. 

CAUTION: AFTER USING, PROTECT TREATED 
AREAS FROM SUNLIGHT UNLESS DIRECTED 
BY PHYSICIAN. DO NOT USE ON HIGHLY IN- 
FLAMED OR BROKEN SKIN. If used on the scalp, 
temporary discoloration of blond, bleached, or tinted 
hair may occur. if undue irritation develops or in- 
creases, discontinue use and consult physician. 
AVOID CONTACT WITH EYES, In case of contact, 
flush eyes with water. 

Slight staining of clothing may occur. Standard 
laundry procedures will usually remove stains. 


For complete prescribing information, see PDR. 


LUIESTLUOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


©4975 W. P. Inc. 
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IMAGES 
OF INFECTION 


"That — looks 
F like a staph lesion. 
But a penicillin wont do 
for him. 


This could be a case 
for MINOCIN" 


MINOCYCLINE HCI 








ts your deci sion clinical evidence 


confirms your decision 


E 
r | | {I le B MINOCIN therapy provided a satisfactory 
clinical response in skin/soft tissue infec- 
tions due to Staphylococcus aureus in 24 of 
25 patients.T 


Sta h aureus Bi In another trial, MINOCIN resolved skin/ 
" soft tissue infections due to Staph. aureus in 


12 of 13 patients.t 


e Li 
*Therapy should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of causative 
pathogens to MINOCIN Minocycline HCI. 


+Tetracyclines are not the drugs of choice in the treat- 


* Li 
R an ment of any type of staphylococcal infection. MINOCIN 
is indicated for treatment of Staphylococcus aureus 
skin and soft tissue infections only when bacteriologic 


tests indicate appropriate susceptibility to the drug. 


MINOCYCLINE HUI 





k 
ec» 


Before prescribing MINOCIN, please see a summary of product information, includ- 
ing Warnings, Precautions and Adverse Reactions, which appears on next page. 





Reflecting on your decision in 
susceptible skin and soft tissue infections’ 





® 

CAPSULES 100 mg and 50 mg 
SYRUP 50 mg/5 cc 
INTRAVENOUS 100 mg/vial 


MINOCYCLINE HC 


E b.i.d. dosage promotes patient compliance 
— 200 mg initially, 100 mg q. 12 h. If more fre- 
quent oral. doses are preferred, 2 or 4 50-mg 
capsules.may be given initially, followed by 
one 50-mg capsule 4 times daily 


E Effective against skin and soft tissue infections 
caused by susceptible pathogens. including 
Staph. aureus. Tetracyclines are not the drugs 
of choice in the treatment of any type of staph- 
ylococcal infection. MINOCIN is indicated for 
treatment of Staphylococcus aureus skin and 
soft tissue infections only when bacteriologic 
tests indicate appropriate susceptibility to the 
drug 


E Penetrates skin, muscle, sebum, sweat. | 
Tissue penetration is regarded as essential to 


therapeutic efficacy but specific penetration 
levels have not been directly correlated with 
specific therapeutic effects 


Photosensitivity rarely reported 


ll Enamel hypoplasia/tooth staining can occur in 
children under eight 


li CNS side effects including lightheadedness, 
dizziness, or vertigo have been reported with 
MINOCIN. Patients who experience these 
symptoms should be cautioned about driving 
vehicles or using hazardous machinery while 
on minocycline therapy 


“Therapy should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of causative 
pathogens to MINOCIN Minocycline HCI. 
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MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary 


Indications: For the treatment of susceptible infections, e g.. E. coli, D. pneumoniae. For full 
list of approved indications consult labeling 


Contraindications: Hypersensitivity to any tetracycline 


Warnings: Intravenous use, particularly in pregnancy, in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. When need for intensive treatment outweighs 
potential dangers. perform renal and liver function tests before and during therapy: also follow 
serum coneentrations. In renal impairment. usual doses may lead to excessive accumulation and 
liver toxicity. Under such conditions, use lower total doses. and. in prolonged therapy. determine 
serum levels. This hazard is of particular importance in I.V. use in pregnant or postpartum 
patients with pyelonephritis. In such cases, the blood level should not exceed 15 mcgm /ml. and 
liver function tests should be made at frequent intervals. Do not prescribe other potentially 
hepatotoxic drugs concomitantly. The use of tetracyclines during tooth development (last half of 
pregnancy, infancy and childhood to the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This is more common during long-term use but has been observed 
following repeated short-term courses. Enamel hypoplasia has also been reported. Tetracyclines, 
therefore, should not be used in this age group unless other drugs are not likely to be effective or 
are contraindicated. Photosensitivity manifested by an exaggerated sunburn reaction has been 
observed in some individuals taking tetracyclines. Advise patiefits apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur. and discontinue treatment at first 
evidence of skin erythema. Studies to date indicate that photosensitivity is rarely reported with 
MINOCIN Minocycline HCI. In patients with significantly impaired renal function. the 
antianabolic action of tetracycline may cause an increase in BUN leading to azotemia, 
hyperphosphatemia, and acidosis. CNS side effects (lightheadedness, dizziness. vertigo) have 
been reported, may disappear during therapy, and always disappear rapidly when drug is 
discontinued. Caution patients who experience these symptoms about driving vehicles or using 


hazardous machinery while taking this drug. Pregnancy: In animal studies. tetracyclines cross the 
placenta, are found in fetal tissues, and can have toxic effects on the developing fetus (often 
related to retardation of skeletal development). Embryotoxicity has been noted in animals treated 
early in pregnancy. Newborns, infants and children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures. given oral doses of 25 mg./kg. every 6 hours, 
demonstrated a decrease in fibula growth rate, reversible when drug was discontinued 
Tetracyclines are present in the milk of lactating women who are taking a drug in this class 


Precaulions: Use may result in overgrowth of nonsusceptible organisms, including fungi. If 
superinfection occurs, institute appropriate therapy. In venereal diseases when coexistent 
syphilis is suspected. darkfield examination should be done before treatment is started and blood 
serology repeated monthly for at least four months. Patients on anticoagulant therapy may 
require downward adjustment of such dosage. Test for organ system dysfunction (e.g.. renal. 
hepatic and hemopoietic) in long-term use. Treat all group A beta-hemolytic streptococcal 
infections for at least 10 days. Avoid giving tetracycline in conjunction with penicillin 


Adverse Reactions: Gl: (with both oral and parenteral use): anorexia, nausea, vomiting. diarrhea, 
glossitis, dysphagia, enterocolitis, inflammatory lesions (with monilial overgrowth) in anogenital 
region. Skin: maculopapular and erythematous rashes. Exfoliative dermatitis (uncommon) 
Photosensitivity is discussed above (“Warnings”). Renal toxicity: rise in BUN, dose-related (see 
“Warnings’’). Hypersensitivity reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylac- 
toid purpura, pericarditis, exacerbation of systemic lupus erythematosus. In young infants, 
bulging fontanels have been reported following full therapeutic dosage, disappearing rapidly when 
drug was discontinued. Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia 
CNS: (see “Warnings’). When given in high doses, tetracyclines may produce brown-black 
microscopic discoloration of thyroid glands; no abnormalities of thyroid function studies are 
known to occur. 


NOTE: Concomitant therapy: Antacids containing aluminum. calcium, or magnesium impair 
absorption; do not give to patients taking oral minocycline. Studies to date indicate that 
absorption of MINOCIN Minocycline HCI is not notably influenced by foods and dairy products 


LEDERLE LABORATORIES 
em» A Division of American Cyanamid Company 
Pearl River, N Y. 10965 
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The Disease: Uncommon/ The Symptoms: Painful and Restrictive/ The Diagnosis: Often Missed 


The Therapy: New from Roche Laboratories 





Solatene 


(beta-carotene) 


The first (bet chemotherapy for patients with 
erythropoietic protoporphyria 


Please see complete product information on last page. 





The Disease: 


Erythropoietic 
Protoporphyria 


EPP 





Incidence 


Known cases of erythropoietic protoporphyria 


(EPP) are relatively rare and number approx- 
imately 1000 in the United States. Because many 
physicians are not familiar with the disease or 
the latest diagnostic techniques, and because 
acute symptoms tend to disappear rapidly, it 1s 
theorized that a number of cases go undiagnosed. 


Etiology 


Although the cause of EPP is unknown, a startling 


familial incidence suggests it is inherited. EPP is 
characterized by abnormally elevated protopor- 
phyrin levels in the blood, skin and stools and by 
hypersensitivity to the visible light range of the 
sun’s spectrum (400-650 nm). The disease usually 
becomes evident in early childhood and in an 
occasional patient may improve with age. 


The Symptoms 


Acute 


After even a brief period in the sun, the 
patient suffers a burning sensation on exposed 
skin, followed by erythema, itching, edema, 
and in about half these patients, cutaneous 
lesions. Acute symptoms usually disappear 
within 12 to 24 hours. 


Chronic 


[n some cases, skin thickening with incon- 
spicuous papules, pitted or linear scars or 
furrows may persist and progress between 
attacks. These changes are most noticeable 
on the backs of hands and on the nose, cheeks 
and lips. 


The Diagnosis 


Protoporphyrin levels can be determined by 
chemical extraction methods}? or by a new, 
simpler and more economical microfluoro- 
metric assay.? The microassay is available 
without charge under a program of the 
National Program for Dermatology (NPD) 
Photobiology Section. To utilize this offer, 
take several drops of patient blood froma ^ 
finger puncture, drop on #903 filter paper 
(also available on request from NPD), dry in 
dark area for 3 to 4 hours and airmail to: 
National Program for Dermatology, Research 
Division, Photobiology Section, Room 15-206, 
Vanderbilt Clinic, 630 W. 168th Street, New 
York, New York 10032. Include patient name, 
date of specimen collection and hematocrit 
and/or mean corpuscular hemoglobin con- 
centration, if known. Time is important as 
some fall-off in measurable porphyrins occurs 
with prolonged storage and exposure of 


filter paper to light. 





l. Schwartz S et al: Methods Biochem Anal 8: 221-293, 1960 
2. Holti G et al: QJ Med 27: 1-18, Jan 1958 
3. Poh-F itzpatrick MB et al: Arch Dermatol 110; 225-230, Aug 1974 
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The Therapy: 


»olalene 


(beta-carotene) 





Clinical Effects 


Improved Tolerance to Sunlight 
in 53 EPP Patients Treated with Solatene 


3 to 9- fold 


10-fold 


Or more 


No. of patients 


TT Doubt ful 2-fold 





Improved Tolerance to Artificial Sunlight 
in 21 EPP Patients Treated with Solatene 


3-fold 


or more 


No. of patients 


None 1.5-fold 





In 49 of 53 EPP patients treated with Solatene, 
tolerance to sunlight increased markedly. 
Forty-six enjoyed a threefold or better 
improvement and 10 of these patients found 
they could remain in the sun all day without 


suffering discomfort or developing skin lesions. 


Three doubled exposure time, in three others 
benefits were considered doubtful and one 
patient received no benefit. Patients noted that 
photosensitivity reactions which did occur 


were less severe and disappeared more rapidly. 


Many were able to tolerate the midday sun 
for the first time in their lives and some even 
developed a suntan. 


These subjective results were confirmed when 
21 patients— before and after Solatene therapy 
—were tested for photosensitivity to artificial 
sunlight and 20 showed increased tolerance. 
Eleven showed a threefold or better improve- 


ment, eight doubled exposure time, one could 
tolerate 1.5 times the earlier exposure and one 
showed no improvement. 


All patients received Solatene orally in doses 
ranging from 15 to 300 mg daily for varying 
periods up to 25 consecutive months. 


Adverse Reactions 


Patients tolerate Solatene therapy well with 
unusually few adverse effects. After four to 

six weeks of therapy, carotenodermia develops 
but this yellow skin pigmentation is slight and 
does not appear to cause patient concern. A 
few reported sporadic loose stools, in no case 
severe enough to warrant discontinuing 
medication. 


Patients were examined two or three times 
before treatment and at one or two month 
intervals during treatment. Each time, por- 
phyrin levels in red blood cells, plasma and 
feces were assayed, and complete blood counts, 
urinalyses and blood glucose, BUN, serum 
total bilirubin, SGOT, serum carotene and 
serum vitamin A tests were performed. These 
test findings showed no significant deviation 
from pretreatment values. 


Solatene has not been shown effective as a 
sunscreen in normal individuals and should not 
be used for that purpose. 


S Olatene 


(beta-carotene) 


from 

Roche Laboratories 
new relief 

for a rare disease 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 





Please see complete product information on last page. 


How to Administer 
Therapy with Solatene" 


É for the (beta-carotene) 
Most Effective Results 


Dosage: Symptom severity and patient 
response should establish the individual dailv 
requirements. During clinical trials, it was the 
practice to start therapy with small doses of 
Solatene, to have patients increase exposure 
to sunlight cautiously, observing hypersen- 
sitivity reactions, and then to increase dosage 
gradually until reactions were ameliorated. 


The majority of adult patients required 180 mg 


(6 capsules) for effective results. In children, 
requirements varied according to size and age. 
In adults, the daily dosage may range from 

30 to 300 mg (one to ten 30-mg capsules). 

In children under 14, the daily dosage may 
range from 30 to 150 mg (one to five 30-mg 
capsules). Capsules may be opened and the 
contents mixed with fruit or vegetable juice 

to make them easier for children to swallow. 


Administration: Because beta- 


carotene is excreted slowly, the daily require- 
ment may be taken as a single dose or in 
divided doses. It is preferable, though not 
essential, to take Solatene with meals. 


Precautions: Several weeks of ther- 


apy are necessary to accumulate protective 

_ skin levels of beta-carotene. Patients should 
be instructed, therefore, not to increase 
exposure to sunlight until carotenodermia 
appears — usually four to six weeks after 
therapy is initiated. (This yellow pigmenta- 
tion is first noticeable on the palms of hands 
and soles of feet.) After this, exposure should 
be increased gradually and cautiously to 
determine the individual exposure limits. 
Solatene does not offer total protection. 
Beta-carotene should be given with caution 
to patients with impaired renal or hepatic 
function because safety in these conditions has 
not been established. 


Because tt ts not effective for this use, Solatene 


should not be administered to normal individuals 


as a sunscreen. 


Complete Product Information. 


DESCRIPTION: Beta-carotene is a carotenoid pigment occurring 
naturally in green and yellow vegetables. Chemically, beta-carotene 


has thee mpir ical formula C40H 56 and a calculated molecular 
weight of 536.85. Trans-beta-carotene is à red crystalline com- 
pound which is insoluble in water. 


ACTIONS: The exact mode of action of beta-carotene in protecting 


against the deleterious effects of photosensitization in human 
ervthropoietic protoporphyria has not been established. In spite 
of markedly elevated blood carotene levels, vitamin A levels do 
not rise above normal. Treated patients become carotenemic and 
may have slightly yellow skin pigmentation due to accumulation 
of beta-carotene. The sclera does not become vellow, in contrast 
to patients with icterus. 

INDICATIONS: Solatene is a useful agent to ameliorate photo- 
sensitivity in patients with erythropoietic protoporphyria. 
CONTRAINDICATIONS: Beta-carotene is contraindicated in 
patients with known hypersensitivity to the drug. 

WARNINGS: Beta-carotene has not been shown to be effective as 


a sunscreen in normal individuals. It should not be used for this effect. 


Usage in Pregnancy: The safety of beta-carotene in this dosage 
range in women who are or who may become pregnant has not 


been established; hence, it should be given only when the potential 


benefits have been weighed against possible hazards to mother 
and child. 

PRECAUTIONS: Beta-carotene should be given with caution to 
patients with impaired renal or hepatic function, because safety 

in these conditions has not been established. Patients should be 
forewarned that their skin may appear slightly yellow while 
receiving beta-carotene therapy. Since beta-carotene will fulfill 
normal vitamin A requirements, additional vitamin A should not 
be prescribed. 

ADVERSE REACTIONS: Some patients may have occasional 
looser stools while taking beta-carotene. This reaction is sporadic 
in appearance and may not require discontinuance of medication. 
DOSAGE AND ADMINISTRATION: Solatene may be admin- 
istered either as a single daily dose or in divided doses, preferably 
with meals. 

Usage in Children: The usual dose for children under 14 is 30 to 
150 mg (1 to 5 capsules) per dav. Capsules may be opened and con- 
tents mixed in orange or tomato juice to aid administration in 
children. 

Usage in Adults: The usual adult dosage is 30 to 300 mg (1 to 10 
capsules) per day. 

Dosage should be adjusted depending on the severity of the 


symptoms and the response of the patient. Several w eeks of therapy 


are necessary to accumulate enough beta-carotene in the skin to 
exert its protective effect. Patients should be instructed not to 
increase exposure to sunlight until thev appear carotenemic (first 
seen as vellowness of palms and soles). This usually occurs after 
two to six weeks of therapy. E xposure to the sun should then be 
increased gradually. The protective effect is not total, and each 
patient must establish his or her own limits of exposure. 

HOW SUPPLIED: For oral administration, blue and green cap- 
sules containing 30 mg of beta-carotene — bottles of 100. Imprint 
on capsules: ROCHE 115. This product information issued October 1975 


Solatene 


(beta-carotene) 
new relief 


for the EPP patient 


from 
Roche Laboratories 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 
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for dry and itchy winter skin... 


EMULAVE BAR 


non-alkaline, soap-free, 
not only cleans but 
helps keep moisture in. 


Here's why EMULAVE satisfies patients... and you: 
* More available natural emollients SN 

than any other cleansing bar. 

EMULAVE is enriched with 29% 

skin-softening emollients, 

which help replenish skin lipids 

and provide the protective 

coating that seals in normal skin 

moisture. 


* Contains no soap. A special skin- 
tested synthetic agent provides 
the cleansing and sudsing action... 
with minimal drying effect. 

* Contains 3096 AVEENO Colloidal 
Oatmeal for soothing, anti- 
pruritic, anti-inflammatory action. 

e EMULAVE pH approximates 


that of normal skin. 


Available in 3-oz. bars. 


OO Cooper Laboratories, Inc. 
Wayne, N.J. 07470 


322-9/Dec.,1975 
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SYNALAR Topicals 


(fluocinolone acetonide) 


Summary of Prescribing Information 
DESCRIPTION . 

.  Synalar (fluocinolone acetonide) has the 

chemical name 6a, 9Sa-difluoro-16« -hydroxypred- 

.mnisolone-16, 17-acetonide. 

: ^ , Synalar’ Solution 0.0196 —contains 0.0196 


J> fluocinolone acetonide in propylene glycol with 


citric acid. 

Synalar’ Ointment 0.025% — contains 0.02596 
fluocinolone acetonide in white petrolatum. 
Synalar-HP' Cream —contains 0.2% fluocino- 

lone acetonide in a water-washable aqueous base 


ss of steary! alcohol, cetyl alcohol, mineral oil, 


propylene glycol, sorbitan monostearate, poly- 
oxyethylene sorbitan monostearate and citric 
acid, with methylparaben and propylparaben 
as preservatives. 

Synemo!  (fluocinolone acetonide) has the 
chemical name 6», 9a-difluoro-16a-hydroxypred- 
nisolone-16, 17-acetonide. 

The vehicle is a water-washable aqueous 
. emollient base of stearyl alcohol, cetyl alcohol, 
mineral oil, propyiene glycol, sorbitan monostea- 
rate, polyoxyethylene sorbitan monostearate 
and citric acid. 

. ACTIONS 
....... Topical steroids are primarily effective because 


s - ot their anti-inflammatory, antipruritic and vaso- - 





oS gonstrictive actions. 
CU INDICATIONS 
UU Forrelief of the inflammatory manifestations 
"of corticosteroid-responsive dermatoses. 
4; CONTRAINDICATIONS 
- Topical steroids are contraindicated in 
vaccinia and varicella. 
-— ' Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to any 
of the components of the preparation. 
Synalar-HP Cream should not be used on 
infants up to two years of age. 
PRECAUTIONS 
if irritation develops, the product should be 
discontinued and appropriate therapy instituted. 
in the presence of an infection the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been 
adequately controlled, 
if extensive areas are treated or if the occlusive 
technique is used, the possibility exists of 
increased systemic absorption of the corticos- 
teroid and suitable precautions should be taken. 
Although topical steroids have not been 
reported to have an adverse effect on pregnancy. 
the safety of their use in pregnant females has 
not absolutely been established. Therefore, they 
should not be used extensively on pregnant 
patients, in large amounts, or for prolonged 
periods of time. 
Topical steroids are not for ophthaimic use. 
Synalar-HP Cream should not be used for 
prolonged periods and the quantity per day 
should not exceed 2 g of formulated material. 
ADVERSE REACTIONS 
The following local adverse reactions have 
been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions. hypopig- 
mentation. 
Synalar Cream and Ointment, Synemol Cream. 
The following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, skin 
atrophy, striae, miliaria. 
HOW SUPPLIED 
Synalar’ (fiuocinolone acetonide). 
Cream 0.025% — 15, 60 g tubes; 120, 425 g jars. 
Cream 0.0196 —15, 45, 60 g tubes; 120, 425g jars. 
Ointment 0.02596 —15, 60 g tubes; 425 g jars. 
Solution 0.0195 —20, 60 cc plastic squeeze 
bottles. 
Synalar-HP” (fluocinoione acetonide) 0.2% 
Cream —5, 12 g tubes. 
Synemot (fluocinolone acetonide} 
Cream 0.02596 — 15, 60 g tubes. 
These preparations are available on prescrip- 


SYNTEX 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 


this coupon 
and well 
send you 

a way to slash 
your claims 
reporting 


costs and 
time 
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The Official AMA 
Uniform Health 
Insurance Claim Form 


Accepted by Medicare, Commercial 
Carriers, many Blue Shield Plans, 
and many states for Medicaid. 


Developed by the AMA in cooperation 
with carriers, government agencies, 
and other groups, this form is the 
most current and most widely used 
claim reporting form available. It 
significantly reduces the time and 
cost of claims reporting. Note: A 
number of private firms are market- 
ing an outdated, more expensive ver- 
sion of this form. To be certain you 
are using the most current and ac- 
ceptable form to third party insur- 
ance companies, we encourage you 
to use the official AMA form. Send 
for your sample copy today. 


mg. scored tablets. 
010 





NOTE: Prior to therapy, the type of fungi re- 
sponsible for the infection should be identified. 
The use of this drug is not justified in 
minor or trívial infections which will respond 
to topical agents alone. 

Griseofulvin is not effective in the follow- 
ing: Bacterial infections, Candidiasis 
(Moniliasis}, Histoplasmosis, Actinomycosis, 
Sporotrichosis, Chromoblastomycosis, 
Coccidioidomycosis, North American Blasto- 
mycosis, Cryptococcosis (Torulosis), Tinea 
versicolor. Nocardiosis. 
CONTRAINDICATIONS This drug is contra- 
indicated in patients with porphyria, hepato- 
cellular failure, and in individuals with a 
history of sensitivity to griseofulvin. 
WARNINGS Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections have not been established. 

Animal toxicology: Chronic feeding of | 
griseofulvin, at levels ranging from 0.5-2.5% 
of the diet, resulted in the development of 
liver tumors in several strains of mice, 
particularly in males, Smaller particle sizes 
result in an enhanced effect. Lower orai 
dosage levels have not been tested. Sub- 
cutaneous administration of relatively small 
doses of griseofulvin, once a week, during 
the first three weeks of life has also been 
reported to induce hepatomata in mice. 
Although studies in other animal species 
have not yielded evidence of tumorogenicity, 
these studies were not of adequate design to 
form a basis for conclusions in this regard. 

in subacute toxicity studies, orally admin- 
istered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been seen 
in other species. Disturbances in porphyrin 
metabolism have been reported in griseofulvin- 
treated laboratory animals, Griseotulvin has 
been reported to have a colchicine-like effect 
on mitosis and cocarcinogenicity with methyl- 
cholanthrene in cutaneous tumor induction 
in laboratory animals. 

Usage in pregnancy: The safety of this drug 
during pregnancy has not been established. 

Animal reproduction studies: it has been 
reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic 
on oral administration to pregnant rats. Pups 
with abnormalities have been reported in 
the litters of a few bitches treated with griseo- 
fulvin. Additional animal reproduction studies 
are in progress, 

Suppression of spermatogenesis has been 
reported to occur in rats, but investigation in 
man failed to confirm this. 

PRECAUTIONS Patients on prolonged ther- 
apy with any potent medication should be 
under close observation. Periodic monitoring 
of organ system functions, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species 
of Penicillium, the possibility of cross sen- 
sitivity with penicillin exists; however, known 
penicillin-sensitive patients have been treated 
without difficulty. 

Since a photosensitivity reaction is occa- 
sionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure 
to intense natural or artificial sunlight. Should 
a photosensitivity reaction occur, lupus 
erythematosus may be aggravated, 

Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that patients 
receiving these drugs concomitantly may 
require dosage adjustment of the anticoagu- 
iant during and after griseofulvin therapy. 

Barbiturates usually depress griseofulvin activ- 
ity and concomitant administration may require 
a dosage adiustment of the antifungal agent. 
ADVERSE REACTIONS When adverse 
reactions occur, they are most commonly of 
the hypersensitivity type, such as skin rashes, 
urticaria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of therapy 
and appropriate counter-measures. Paresthe- 
sias of the hands and feet have been re- 
ported rarely after extended therapy. Other 
side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion, and impairment 
of performance of routine activities, 

Proteinuria and leukopenia have been re- 
ported rarely. Administration of the drug should 
be discontinued if graulocytopenia occurs. 

When rare, serious reactions occur with 
griseofulvin, they are usually associated with 
high dosages, long periods of therapy, or both. 

AVAILABLE in 125 mg., 250 mg., and 500 


y | AUGUST 1973 
For more complete details, consult package 
insert or Schering literature available from 
your Schering Representative or Professional 
Services Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 7 








SUST::INED THERA. EUTIC EZ 
, PLASMA LEVELS WITH ONIY 
E TABLET A DAY 








DAYS 
Adapted from Symchowicz, S., and Katchen, B.: J. Pharm. Sci. 57:1383, 1968. 
The above graph depicts average peak serum plasma levels of FULVICIN-U/F following once-daily dosage 
of one FULVICIN-U/F 500 mg. tablet given before breakfast to six normal subjects for a seven-day period. 
> ^ Li E a - 
Hours of fungistatic action at ringworm sites 


The above graph on plasma levels of FULVICIN-U/F 500 mg. in once-daily dosage indicates that this dosage is 
adequate to keep the antibiotic available for antifungal action in the keratin precursor cells where fungi have 
invaded. With the growth checked by the fungistatic action, the fungi are cast off as the keratin grows out and 
sloughs off. Healthy tissue replaces infected keratin of skin, hair, and nails. 


Clinical efficacy, safety, and convenience 


The Ultra-Fine form of FULVICIN®—in clinical use for over 15 years— possesses two vital keys to success in 
long-term ringworm therapy: product familiarity, and the confidence that comes after years of effective and safe 
therapy. For your patient: dosage simplicity. The easy-to-remember, once-a-day routine that helps avoid dosage 
delinquency and the possibility of therapeutic setbacks when therapeutic plasma levels are not maintained. 





See Clinical Considerations on opposite page. COPYRIGHT © 1975. SCHERING CORPORATION. ALL RIGHTS RESERVED. 


Tramacin Brand Cream 
Triamcinolone Acetonide Cream U.S.P. 


Description: Tramacin Cream 0.025%, Tramacin Cream 0.1%, and 
Tramacin Cream 0.5% provide 0.25 mg., 1 mg. or 5 mg. triamcino- 

lone acetonide per gram respectively in a vanishing cream base ~a 
containing propylene glycol, cetyl alcohol, glyceryl monostearate 

N.F. XII, spermaceti, isopropyl palmitate, polysorbate 60 and puri- 

fied water. The cream base for the 0.025% preparation is tinted. 


Actions: Tramacin 0.025%, 0.1% and 0.5% Creams are primarily 
effective because of their anti-inflammatory, antipruritic and 
vasoconstrictive actions. 


Indications: Tramacin 0.025%, 0.1% and 0.5% Creams are indi- 


' 
(fluorouracil) cated for relief of the inflammatory manifestations of corticosteroid- 
responsive dermatoses. 
1% TOPICAL CREAM Contraindications: Topical steroids are contraindicated in viral 










diseases of the skin, such as vaccinia and varicella, and in those 
patients with a history of hypersensitivity to any of the components 
of the cream. 
Tramacin 0.025%, 0.1% and 0.5% Creams are not for 
ophthalmic use. 
Topical steroids should not be used when circulation is 
markedly impaired. 


Warnings: Usage in pregnancy: Although topical steroids have 
not been reported to have an adverse effect on the fetus, the 
safety of topical steroid preparations during pregnancy has not 
been absolutely established; therefore, they should not be used 
extensively on pregnant patients, in large amounts, or for pro- 
longed periods of time. 


Precautions: If irritation develops, the product should be discon- 
tinued and appropriate therapy instituted. 

In the presence of an infection, the use of appropriate antifungal 

or antibacterial agents should be instituted. If a favorable response Á 
does not occur promptly, the corticosteroid should be discon- 

tinued until the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is used, 

the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken. 


Adverse Reactions: The following local adverse reactions have 
been reported with topical corticosteroids either with or without 
occlusive dressings: burning sensations, itching, irritation, dry- 
ness, folliculitis, secondary infection, skin atrophy, striae, miliaria, 
hypertrichosis, acneform eruptions, maceration of the skin and 
hypopigmentation. Contact sensitivity to a particular dressing 
material or adhesive may occur occasionally. 


Dosage and Administration: Apply Tramacin Cream 0.025% 
(Triamcinolone Acetonide Cream U.S.P. 0.025%) to the affected 


1 
(fluorouracil) area two to four times daily. Rub in gently. 
Apply Tramacin Cream 0.1% (Triamcinolone Acetonide Cream 
IX TOPICAL SOLUTION U.S.P. 0.1%) to the affected area two to three times daily. Rub in 
gently. 


Apply Tramacin Cream 0.5% (Triamcinolone Acetonide Cream 
f U.S.P. 0.5%) to the affected area two to three times daily. Rub in 
gently. 
Occlusive Dressing Technique: Gently rub a small amount of the 
cream into the lesion until it disappears. Reapply the preparation 
leaving a thin coating on the lesion and cover with a pliable non- 
porous film. If needéd, additional moisture may be provided by 
covering the lesion with a dampened clean cotton cloth before 
the plastic film is applied or by briefly soaking the affected area 
in water. 
The frequency of changing dressings is best determined on an 
individual basis. Reapplication is essential at each dressing 
change. 
How Supplied: Tramacin 0.025% Cream is supplied in 15 g. and 
80 g. tubes and 240 g. and 5.25 Ib. jars. 
Tramacin 0.1% Cream is supplied in 15 g. and 80 g. tubes and 
240 g. and 5.25 Ib. jars. 
Tramacin 0.5% Cream is supplied in 20 g. tubes. 
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Manufactured for 
Dermatological Division of Johnson & Johnson 
New Brunswick, New Jersey 08903 





Herbert Laboratories 

dermatology division of 
Allergan Pharmaceuticals . 
Irvine, California 92713, U.S.A. 





ecream 
- of dermatology. 


Since triamcinolone acetonide wasintroduced allergic dermatitis, seborrheic dermatitis and the 
in 1958, a lot of other topical steroids have come relief of pruritus. 
along. But none is more widely prescribed by In fact, no other topical steroid is more widely 
dermatologists.* prescribed in all of medicine. 

Which makes sense. Because triamcinolone Now you know why we call triamcinolone 
acetonide is a product with almost two decadesof acetonide the cream of dermatology. And why we 
clinical experience behind it. Plus an excellent chose itas the one to carry our name. 
record of clinical success in steroid-responsive TRAMACIN Brand Cream Triamcinolone 
dermatoses as reported in studies both here and Acetonide Cream U.S.P. from the Dermatological 
abroad. Division of 

Triamcinolone acetonide IS the number one *Statistics supporting this statement and other state- 
choice of dermatologists in atopic eczema. ments of physicians’ preference in this advertisement are 

And still their unsurpassed choice forcontact/ on file in the Dermatological Division of Johnson & Johnson. 
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FOR TODAY'S VITAL CLINICAL DATA 
CHECK WITH Moschella. 


Pillsbury & Hurley. 





. Because their brand new book brings you the up-to-date, expert clinical informa- 


tion you need to diagnose and treat nearly any skin condition or any systemic disorder 
that's manifested cutaneously. 


Moschella, Pillsbury and Hurley's DERMATOLOGY stands out from the other 
books in the field. 


It's written by a team of America's leading dermatologists, and illustrated with 
over 600 excellent photographs. 

Its detailed coverage of diseases makes it indispensable to any busy practitioner 
who needs more than a brief dermatology reference. 

Its two volumes include the latest advances in dermatology, such as recent 
insights into genodermatoses, and recent developments in genetic counseling. 

In 38 chapters, the authors cover the full spectrum of cutaneous disorders, and 
provide valuable material on underlying basic science. 

Proven modalities of therapy are described, and separate consideration is given 
to modern techniques of topical, surgical and radiation therapy. 

Careful attention to the role of chemotherapy illustrates both its potential benefits 
and hazards. 

Discussion of relevant internal medicine is included to ensure that the coverage 
of systemic diseases presenting cutaneously is complete. 


DERMATOLOGY is a two-volume set. Edited by Samuel L. Moschella, MD, Chair- 
man, Dept of Allergy and Dermatology, The Lahey Clinic; Donald M. Pillsbury, MD, Prof. 
of Dermatology and Chairman Emeritus of the Dept. of Dermatology; and Harry James 
Hurley, Jr., MD, Assoc. Prof. of Dermatology; both of Univ. of Pennsylvania School of 
Medicine; with 43 contributors. 1751 pages, 1094 illustrations. $60.00. Nov. 1975. 


Order #6565/6. 








Abridged Table of Contents: 


Structure and Function of the Skin e Basic 
Physiologic and Histopathologic Reaction Patterns 
e Principles of Clinical Diagnosis e Disorders of 
Immunity, Hypersensitivity, and Inflammation e 
Dermatitis and Eczema e Photosensitivity e Drug 
Eruptions e Hypersensitivity and Miscellaneous In- 
flammatory Disorders e Papulosquamous Erup- 
tions and Exfoliative Dermatitis e Bullous Diseases 
e Bacterial Infections e Viral and Rickettsial Infec- 
tions e Superficial and Deep Mycotic Infections e 
Treponemal Infections e Nontreponemal Venereal 
Infections e Benign Recticuloendothelial Diseases 
e Diseases of the Peripheral Vessels and Their Con- 
tents e Connective Tissue Disease e Diseases of the 
Corium and Subcutaneous Tissue e Hereditary 
Cutaneous Disorders e Disorders of Cornification e 
Disturbances of Pigmentation e Acne and Ac- 
neiform Dermatoses e Diseases of the Apocrine and 
Eccrine Sweat Glands e Diseases of the Hair e Dis- 
orders of the Nails e Diseases of Nutrition and 
Metabolism e Tumors of the Skin e Lymphoma 
Cutis, Multiple Myeloma, Leukemia Cutis, and 
Mycosis Fungoides e Reactions to Physical Agents 
e industrial Dermatoses e Parasitology and Tropi- 
cal Dermatology € Psychogenic and Neurogenic 
Skin Diseases e Disorders of the Oral Cavity e Der- 
matologic Therapy e Physical Modalities of Therapy 
e Cutaneous Disease in the Black Races e Rare and 
Controversial Diseases and Conditions 





Two new monographs of particular interest to specialists: 


CUNLIFFE & COTTERILL: The Acnes: Clinical Features, 
Pathogenesis and Treatment—Major Problems in 


RIDLEY: The Vulva—Major Problems in Dermatology, 5 


Focused squarely on data critical to the dermatologic management of 
vulval disease, this brilliant monograph considers disorders ranging 
from viral infections to carcinogenic tumors. Its practical advice on 
both diagnostic and therapeutic methods reflects the most current 
thinking in gynecologic, venereologic and dermatologic medicine. 

By Constance Marjorie Ridley, MA, BM, FRCP, Consultant Dermatologist, 
Elizabeth Garrett Anderson Hospital, Royal Northern Hospital and Whit- 
tington Hospital, London. 299 pp. Illustd. $18.00. Nov. 1975. Order 7582-4. 


Dermatology, 6 


From diuretic therapy, to dermabrasion, to the reduction of sebum 
production with estrogens, contraceptive pills and antian- 
drogens—all current modalities of treatment are discussed in this 
outstanding new book. Its thorough coverage includes clinical fea- 
tures and pathogenesis, the role of the pilosebaceous folicle in health 
and disease, and the environmental influences in acne. 

By W. J. Cunliffe, MD, MRCP, and J. A. Cotterill, MD, MRCP, both Consultant 
Dermatologists, Dermatology Dept., The General Infirmary and St. James's 
Hospital, Leeds. 306 pp. 128 ill. Dec. 1975. Order 2785-4. 
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In the beginning... 


Rely on Cordran 


tlurandrenolide 
For treatment of any corticosteroid-responsive dermatoses 


Description: Cordran* (flurandrenolide, Dista) isa potent corticosteroid 
intended for topical use. Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vasoconstrictive actions. Indi- 
cation: For relief of the inflammätory manitestations of corticosteroid 
responsive dermatoses. Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and in patients with a history 
of hypersensitivity to any of their components. Precautions: If irritation 
develops, the product should be discontinued and appropriate therapy 
instituted. In the presence of an infection, an appropriate antifu ngal or 
antibacterial agent should be used. If a favorable response does not 
occur promptly, the corticosteroid should be discontinued until the 
infection has been adequately controlled. If extensive areas are treated 
or if the occlusive technique is used, there is a possibility of increased 
systemic absorption of the corticosteroid, and suitable precautions 
should be taken. Although topical corticosteroids have not been re 
ported to have an adverse effect on pregnancy, the safety of their use 
on pregnant women has not been absolutely established. Therefore, 
they should not be used extensively, in large amounts, or for prolonged 
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thalmic use. Adverse Reactions: The following local adverse reactions 
have been reported with topical corticosteroid formulations: acneform 
eruptions, burning, dryness, folliculitis, hypertrichosis, hypopigmen- 
tation, irritation, itching. The following may occur more frequently with 
occlusive dressings: maceration of the skin, miliaria, secondary infec 
tion, skin atrophy, striae. Administration and Dosage: For moist lesions. 
a small quantity of the cream or lotion should be rubbed gently into 
the affected areas two or three times a day. For dry, scaly lesions, 
the ointment is applied as a thin film to affected areas two or three 
times daily ; 


Cream, Ointment, and Lotion Cordran”, 0.05% 


flurandrenolide 


Cream and Ointment Cordran, 0.025% 


Additional intormation available to the profession on request 
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acne... 












When tetracycline therapy is warranted, the 
appearance of 
Sumycin HCI (Tetracycline Hydrochloride) 
on your prescription helps insure that the 
high quality, yet economical, brand you 
_ know and trust will be dispensed. 





| /. And when pharmacists have the choice, the 
DEO and they dispense more often than any 
- other is Sumycin HCI. 





Write it...to be sure 


. SUMYCIN HCI 
. (Tetracycline Hydrochloride) 


In choice of tablets or capsules, 
both 250 mg. and 500 mg. strengths. 










recommended for long-term adjunctive therapy in severe acne. 





Sumycin '250' Hydrochloride Capsules and Sumycin 
‘500° Hydrochloride Capsules (Tetracycline Hydro- ^ 
chloride Capsules U.S.P.) contain 250 mg. and 500. 
mg. crystalline tetracycline hydrochloride, respec- - 
tively. Sumycin ‘250° Hydrochloride Tablets and ` 
Sumycin '500' Hydrochloride Tablets (Tetracycline — 
Hydrochloride Tablets N.F.) contain 250 mg. and 500 
mg. tetracycline hydrochloride, respectively. ES 


Contraindications: Contraindicated in persons who have shown D 
persensitivity to any of the tetracyclines. 


Warnings: Use of tetracycline, particularly long-term use but also in. o>. 
repeated short-term courses, during tooth development (last half of - 
pregnancy, infancy, and up to 8 years of age} may cause permanent 
tooth discoloration; enamel hypoplasia has also been reported. ... 
Therefore, tetracycline should not be used in this age group unless: 
other drugs are not likely to be effective or are contraindicated. 





H renal impairment exists, lower-than-usual doses areindicated to eum 
avoid systemic accumulation and possible liver toxicity: on prolonged... : 
use, tetracycline serum level determinations may be advisable. Thee os 


antianabolic action of tetracyclines may cause an increase in BUN. In: t s 
patients with significantly impaired renal function higher serum jeve. 


els may lead to azotemia, hyperphosphatemia and acidosis. Photo-. s Š : 
dynamic reactions, although rare with tetracycline, may occur: at firsto 0 


evidence of skin erythema, discontinue tetracycline. Advise photos: n 
sensitive patients to avoid direct sunlight or ultra-violet light. E 

Usage in pregnancy: (see Warning about use during tooth devet: MOT. 
opment.) Based on animal studies, tetracyclines cross the placenta, 
are found in fetal tissues, and can have toxic effects (often retarda- 
tion of skeletal development} on fetus: embryotoxicity has also been 
noted in animals treated early in pregnancy. z 2 

Usage in newborns, infants, and children: (see warning about use 
during tooth development.) Tetracyclines form a stable calcium. ^. 
complex in any bone-forming tissue. A decrease in fibula: growth 
rate (reversible on discontinuation of drug) has been observed in. °° 
prematures given 25 mg. /kg. q. 6 h. orally. l 

Tetracyclines are present in the milk of lactating women who are 
taking a drug in this class. 








Precautions: Watch for signs of secondary infection due to rionsüs- 
ceptible organisms including fungi; discontinue drug and institute 
appropriate therapy if this occurs. Superinfection of the bowel by 
staphylococci may be life threatening. In venereal diseases with sus- 
pected coexistent syphilis, patients should have darkfield exam- 
inations before therapy and monthly serologic tests for at least 4 
months. Because the tetracyclines have been shown to depress 
plasma prothrombin activity, patients who are on anticoagulant 
therapy may require downward adjustment of their anticoagulant 
dosage. During long-term therapy, perform periodic renal, hepatic, 
and hematopoietic function studies. All infections due to group A 
beta-hemolytic streptococci should be treated for at least 10 days. 
Avoid concomitant use of penicillin and tetracycline since the bacte- 
riostatic action of the latter may interfere with the bactericidal action 
of penicillin, Use tetracyclines with caution in persons with histories 
of allergy, asthma, hay fever, or urticaria due to greater possibility of 
sensitivity reactions. 


Adverse Reactions: Anorexia; epigastric distress; nausea; vomiting; 
diarrhea; bulky loose stools; stomatitis; sore throat; glossitis; black 
hairy tongue; dysphagia; hoarseness; enterocolitis; inflammatory te- 
sions (with candidal overgrowth) in the anogenital region (including 
proctitis and pruritus ani); maculopapular and erythematous rashes: 
exfoliative dermatitis (uncommon); rarely onycholysis, nail discolora- 
tion, and photosensitivity; dose-related BUN rise; rarely hepatic cho- 
lestasis (usually associated with high dosage}: urticaria: 
angioneurotic edema; anaphylaxis; anaphylactoid purpura; pericar- = < 
ditis; exacerbation of systemic lupus erythematosus; serum sick- ` 
ness-like reactions (fever, rash, arthralgia); bulging fontanels in 

infants on full therapeutic dosage (disappeared on discontinuation . 
of drug); anemia; hemolytic anemia: thrombocytopenia: thrombocy- 


topenic purpura; neutropenia; eosinophilia; dizziness; headache. |. ^ 


Prolonged use of tetracyclines has produced brown-black micro- | 


scopic discoloration of thyroid glands; no abnormalities of thyroid — - z AA 


function studies are known to occur. ST 
it should be noted that microorganisms insensitive to one tetracy- ` 

cline invariably exhibit cross-resistance to other tetracyclines. : 
For full information, consult package insert. 


How Supplied: Sumycin “250° Hydrochloride Capsules (Tetracy- 
cline Hydrochloride Capsules U.S.P.) are available in bottles of 100 

and 1000 and Unimatic* Single Dose Packs of 100. Sumycin : 
‘500’ Hydrochloride Capsules (Tetracycline Hydrochloride Capsules ^ ^ 
U.S.P.) are available in bottles of 100 and Unimatic Single Dose 
Packs of 100. Sumycin '250' Hydrochloride Tablets and Sumycin 
‘500° Hydrochioride Tablets (Tetracycline Hydrochloride Tablets 
N.F ) are available in bottles of 100. (A.H.F.S. 8:12.24) 


| TD: 
‘The Priceless ingredient of every product 


is the honor and integrity of its maker."M =< = 
© 1975 E.R. Squibb & Sons, inc. 705-002 















Desquam-X™ (5 or 10% Benzoyl Peroxide, 
696 Polyoxyethylene Lauryl Ether) safely and 
effectively helps control cutaneous Coryne- 
bacterium acnes as it dries and desquamates 
acne skin. Its unique hydro-alcoholic gel 
with 5.5 pH facilitates penetration into the 
follicular orifice to help control C. acnes. 
Desquam-X can be used concomitantly with 
most topical and systemic agents. It is indi- 
cated for acne grades l, Il, and selected cases 
of grade III. 


uam 


6% Polyoxyethylene Lauryl Ether 


-the topical side of 
C. acnes control 


RTO- Y. 
pu 


Outstanding patient acceptance is one of 
many Desquam-X benefits. The non-perfumed 
stiff gel vehicle is easy to apply and leaves 
no visible residue. 


In vivo testing* of 14-day Desquam-X appli- 
cations revealed an up to 66%** reduction of 
free fatty acids and an up to 90% elimination 
of cutaneous C. acnes on test sites. Addi- 
tional clinical studies report patients virtually 


free of sensitization and undue irritation? 


"Information on file at Westwood Pharmaceuticals Inc. and available upon request. 


©1975 W. P. Inc. 


Please see complete prescribing information on adjacent page. 







DesquamX? woe o 62210 


CONTENTS: Desquam-X 5 contains 5% 
Benzoyl Peroxide, 6% polyoxyethylene 
lauryl ether, 37% ethyl alcohol, carbomer 
940, di-isopropanolamine, disodium 
edetate and water. 


Desquam-X 10 contains 10% Benzoyl 
Peroxide, 6% polyoxyethylene lauryl ether, 
37% ethyl alcohol, carbomer 940, di- 
isopropanolamine, disodium edetate and 
water. 


INDICATION: A topical aid for the control 
of acne vulgaris. 


ACTION: Provides the desirable drying 
and desquamation needed in the topical 
treatment of acne. Desquam-X has been 
demonstrated to have anti-bacterial effects, 
especially against Corynebacterium acnes. 


DIRECTION FOR USE: After washing as 
instructed, rub Desquam-X into affected 
areas twice daily. In fair-skinned individuals 
or under excessively dry atmospheric 
conditions it is suggested that therapy be 
initiated with one application daily. The 
desired degree of drying and peeling can 
be obtained by modification of the dosage 
schedule. 

CONTRAINDICATIONS: Not to be used in 
patients known to be sensitive to any 
ingredient of Desquam-X. 
PRECAUTIONS: Avoid contact with eyes 
and mucous membranes. For external 

use only. Keep this and all medication out 
of the reach of children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 oz. 
(42.5 gm.) 


CAUTION: Federal law prohibits 
dispensing without prescription. 





LUIESTLUOOD 
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Ten years...painfully 
afflicted with psoriasis 


Patient seen with a previous history of 
psoriasis, for which he had used numerous 
topical medications with varying success. 
When seen again after a prolonged absence, 
eruption was severe on scalp, hairline, 
elbows, and on shoulders and back. 


COPYRIGHT © 1975, SCHERING CORPORATION. ALL RIGHTS RESERVED, 






Fireman, Mr. S. B., victim of psoriasis for 10 years 





Striking reduction of erythema and 
scaling after treatment with VALISONE 
Cream b.i.d. for 22 days” 


Bp Patient was instructed toapply VALISONE Cream 0.1% 

BEES tolesions twice daily without occlusive dressings. When seen 
[mp 22 days later, there was striking improvement, with plaques 
showing less erythema and scaling. Patient was instructed 
to continue therapy with VALISONE Cream twice daily 
without occlusion. 


*Case history and photographs in Files of Headquarters 
Medical Research Division, Schering Corporation. 


AMALISONE E. 


MI OINTMENT 01% 


the topical steroid for prompt 
anti-inflammatory relief of mild-to-severe 
corticosteroid-responsive dermatoses 






NOW AVAILABLE: 


VALISONE® REDUCED STRENGTH CREAM 0.01% 
{brand of betamethasone valerate) 


E for low-cost maintenance therapy of chronic psoriasis 


| s See Clinical Considerations section which follows. 


- Clinical success 
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' comes in all forms 
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For contact 


XE dermatitis only— al 
Valisone Aerosol ni 
For low-cost 


maintenance therapy 
of corticosteroid- 


pach gram contains 
g12 mg betamethasong 
,alerate (equivalent to 


responsive dermatoses — T 
- & use only 
Val Isone Caution: Fadoral law 


acotibits dispensing 
without prescription. 


Schering Corporation 
Kenilworth, N-t: 07033 


Reduced Strength 
Cream 
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betamethasone valerate, NF 








For corticosteroid- 






















For corticosteroid- 
responsive dermatoses — 


Valisone 
Cream/Ointment 





Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol 0.15%/Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment 
are indicated for relief of the inflammatory manifestations of corti- 
costeroid-responsive dermatoses. VALISONE Reduced Strength 
Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Lotion is indicated 
only inthe topical management of seborrheic dermatitis of the scalp. 
VALISONE Aerosol is indicated, solely, for adjunctive topical man- 
agement to relieve the inflammatory manifestations of acute contact 
dermatitis. Contraindications: Topical steroids are contraindicated in 
tuberculosis of the skin and some viral diseases of the skin (varicella 
and vaccinia). Topical steroids are also contraindicated in those 
patients with a history of hypersensitivity to any of the components of 
the preparations. VALISONE Aerosol is contraindicated for use under 
occlusive dressings. Warnings: Keep the spray of VALISONE Aerosol 
away from eyes and other mucous membranes; avoid inhaling. Avoid 
freezing of the tissue by not spraying for more than 3 seconds, ata 
distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Do not expose 
to temperatures above 120°F. Keep out of reach of children. Never 
throw container into fire or incinerator. Precautions: If irritation or 
sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the 
presence of infection, the use of an appropriate antifungal or anti- 
bacterial should be instituted. If favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. If extensive areas are treated, 
or if the occlusive technique is used, the possibility exists of suffi- 
cient systemic absorption to produce adrenal suppression and sys- 
temic corticosteroid effects may occur; suitable precautions should 
betaken. Inafew cases, ulceration has been reported with the use of 
topical steroids for skin conditions involved with impaired circulation 
(i.e., stasis dermatitis). Usage in Women of Childbearing Age: The use 
of any drug during pregnancy and the lactation period or in women of 
childbearing age requires that the potential benefits of the drug be 


weighed against the possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have an adverse effect on 
the fetus, but the safety of their use in pregnant patients has not been 
definitely established. They should not be used extensively or for 
prolonged periods of time in pregnant patients, unless the condition 
requiring treatment warrants the risk. VALISONE products are not for 
ophthalmic use. Adverse Reactions: The following adverse reactions 
have been reported with topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, acneform eruptions, 
and hypopigmentation. The following may occur more frequently 
with occlusive dressings than without such therapy: maceration of 
the skin, secondary infection, atrophy of the skin or subcutaneous 
tissues, striae, miliaria. Dosage and Administration: VALISONE Cream, 
Ointment, and Reduced Strength Cream are applied as a thin film 
overthe affected skin areas one to three times a day. Clinical studies 
of VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 
Although occlusive dressings are required infrequently, they may 
enhance therapeutic efficacy in certain refractory lesions of psoria- 
sis and other dermatoses that are difficult to treat. Apply a few drops 
Of VALISONE Lotion to the affected area of the scalp and massage 
lightly until it disappears. Apply twice daily, in the morning and at 
night. Dosage may be increased in stubborn cases; following im- 
provement, apply once daily. Apply VALISONE Aerosol three to four 
times a day. The container may be held upright or inverted during 
use. The spray should be directed onto the affected area from a 
distance of approximately 6 inches and applied for only 3 seconds. 
Aerosol packaged by Aerosol Techniques, Inc., Armstrong Labora- 
tories Division, West Roxbury, MA. 02132. For more complete details, 
consult package insert or Schering literature available from your 
Schering Representative or Professional Services Department, 
Schering Corporation, Kenilworth, New Jersey 07033.MARCH 1974 
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"Doctor, with 


. my delicate skin... 
what kind of soap 

i 

^ 


Pure mild Ivory is one of the safest 
possible soaps you can recommend for 
delicate skin. More doctors recommend 


Ivory may safely be 





Ivory than any other soap: | 
used as an adjunct to treatment 
of scabies, seborrhea and 
[t makes sense. immersionexperiments— impetigo. 
Ivory's absence of many extra confirm that Ivory is one x 
ingredients helps minimize of the mildest. least irritating 
chances of irritation. soaps you can recommend. 
Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 
| including patch tests and arm this clinical experience. 
*Summary of Procter & Gamble Market Research Study #69222, available on request to interested physicians 
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Prior to UV treatment, application of: Prior to UV treatment, application of: estar Gel. 


Crude coal tar in hydrophilic ointment 


A clinically and cosmetically 
superior tar agent in the treatment 
of Psoriasis, Chronic Atopic 
Dermatitis, Nummular Eczema, and 
oeborrheic Dermatitis. | 





Proven Clinical Superiority" 


75% of 28 cases received showed GOOD to EXCEL- 
LENT results (29% excellent) when estar Gel was 
used alone. 


62% of 47 cases received showed GOOD to EXCEL- 
LENT results (4095 excellent) when estar Gel was 
used in conjunction with UV light in the treatment of 
psoriasis, a notorious treatment-resistant dermatosis. 


6895 of 38 cases received showed GOOD to EXCEL- 
LENT results (3195 excellent) when estar Gel was 
used in conjunction with a steroid. 


PRECAUTION: The greater photo-sensitizing potential 
of estar should be taken into account when used in 
conjunction with UV therapy. It may be necessary 
therefore to carefully regulate UV dosage. 


Unprecedented Cosmetic Acceptability 


Typical patient comment: 


“Great! Marvelous—put it on and it feels good. No 
smell—can apply it and wear street clothes. Never 


know that it is on the skin: “Terrific! Very convenient?’ 


^ estar provides effective treatment of psoriasis, 
chronic atopic dermatitis, lichen simplex chroni- 
cus, nummular eczema, and seborrheic dermatitis 


Easily applied; spreads evenly and smoothly 
Leaves no sticky, greasy residue on skin 


Unique delivery system allows rapid penetration 


Impedes scaling process; exhibits antipruritic 
qualities 


^ Exhibits superior substantivity and photodynamism 


^? Achieves an optimum build-up for maintenance 
of efficacy 


^ Negligible tar odor and staining potential 


® Special emollient formula softens scale build-up; 
helps keep skin soft and supple 


^ An economical mode of therapy with unequalled 
patient acceptance 


*Clinical test data on file at Westwood Pharmaceuticals 
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NDC 0072-7600-03 


estar" Ge! Therapeutic Tar Gel 


Composition: Westwood” Tar (biologically equiva- 
lent to 5% Coal Tar USP) in hydro-alcoholic gel 
(29% alcohol). 


Actions and Uses: A therapeutic aid in the treat- 
ment of psoriasis and other tar-responsive derma- 
toses such as eczema (atopic dermatitis, lichen 
simplex chronicus, nummular eczema) and sebor- 
rheic dermatitis. estar is suitable for use in a mod- 
ified Goeckerman regimen, either in the hospital 
or on an outpatient basis; it also can be used in 
follow-up treatment to help maintain remissions. 


Contraindications: estar should not be applied to 
acutely inflamed skin or used by individuals who 
are known to be sensitive to coal tar. 


Dosage and Administration: 

Psoriasis: 

estar can be applied at bedtime in the following 
manner: the patient should massage estar into 
affected areas, allow the gel to remain for five min- 
utes. and then remove excess by patting with tissues. 


Chronic atopic dermatitis, Lichen simplex chronicus, 
Nummular eczema, and Seborrheic dermatitis: 
One or two applications per day, as described above, 
are suggested. If dryness occurs, an emollient may 
be applied one hour after estar. 


CAUTION: AFTER USING, PROTECT TREATED 
AREAS FROM SUNLIGHT UNLESS DIRECTED 
BY PHYSICIAN. DO NOT USE ON HIGHLY IN- 
FLAMED OR BROKEN SKIN. If used on the scalp, 
temporary discoloration of blond, bleached, or tinted 
hair may occur. If undue irritation develops or in- 
creases, discontinue use and consult physician. 
AVOID CONTACT WITH EYES. In case of contact, 
flush eyes with water. 


Slight staining of clothing may occur. Standard 
laundry procedures will usually remove stains. 
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For complete prescribing information, see PDR. 
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PHARMACEUTICALS INC. 
Buffalo, New York 14213 


94975 W.P. Inc. 
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Reflecting on your decision in 


susceptible skin and soft tissue infections* 


® 

CAPSULES 100 mg and 50 mg 
SYRUP 50 mg/5 cc 
INTRAVENOUS 100 mg/vial 


MINOCYCLINE HCI 


M b.i.d. dosage promotes patient compliance 
— 200 mg initially, 100 mg q. 12 h. If more fre- 
quent oral doses are preferred, 2 or 4 50-mg 
capsules may be given initially, followed by 
one 50-mg capsule 4 times daily 


E Effective against skin and soft tissue infections 
caused by susceptible pathogens" including 
Staph. aureus. Tetracyclines are not the drugs 
of choice in the treatment of any type of staph- 
ylococcal infection. MINOCIN is indicated for 
treatment of Staphylococcus aureus skin and 
soft tissue infections only when bacteriologic 
tests indicate appropriate susceptibility to the 
drug 


E Penetrates skin, muscle, sebum, sweat. | 
Tissue penetration is regarded as essential to 


therapeutic efficacy but specific penetration 
levels have not been directly correlated with 
specific therapeutic effects 


Photosensitivity rarely reported 


E Enamel hypoplasia/tooth staining can occur in 
children under eight 


ll CNS side effects including lightheadedness, 
dizziness, or vertigo have been reported with 
MINOCIN. Patients who experience these 
symptoms should be cautioned about driving 
vehicles or using hazardous machinery while 
on minocycline therapy 


* Therapy should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of causative 
pathogens to MINOCIN Minocycline HCI. 


SA NCC Mp —————IO 


MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary 


Indications: For the treatment of susceptible infections, e.g., E. coli. D. pneumoniae. For full 
list of approved indications consult labeling 


Contraindications: Hypersensitivity to any tetracycline 


Warnings: Intravenous use, particularly in pregnancy, in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. When need for intensive treatment outweighs 
potential dangers, perform renal and liver function tests before and during therapy; also follow 
serum concentrations. In renal impairment, usual doses may lead to excessive accumulation and 
liver toxicity. Under such conditions, use lower total doses. and. in prolonged therapy, determine 
serum levels. This hazard is of particular importance in IV. use in pregnant or postpartum 
patients with pyelonephritis. In such cases, the blood level should not exceed 15 mcgm /ml. and 
liver function tests should be made at frequent intervals. Do not prescribe other potentially 
hepatotoxic drugs concomitantly. The use of tetracyclines during tooth development (last half of 
pregnancy, infancy and childhood to the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This is more common during long-term use but has been observed 
following repeated short-term courses. Enamel hypoplasia has also been reported. Tetracyclines, 
therefore, should not be used in this age group unless other drugs are not likely to be effective or 
are contraindicated. Photosensitivity manifested by an exaggerated sunburn reaction has been 
observed in some individuals taking tetracyclines. Advise patiefits apt to be exposed to direct 
Sunlight or ultraviolet light that such reaction can occur, and discontinue treatment at first 
evidence of skin erythema. Studies to date indicate that photosensitivity is rarely reported with 
MINOCIN Minocycline HCI. In patients with Significantly impaired renal function. the 
antianabolic action of tetracycline may cause an increase in BUN leading to azotemia, 
hyperphosphatemia, and acidosis. CNS side effects (lightheadedness, dizziness, vertigo) have 
been reported, may disappear during therapy, and always disappear rapidly when drug is 
discontinued. Caution patients who experience these symptoms about driving vehicles or using 


hazardous machinery while taking this drug. Pregnancy: In animal studies, tetracyclines cross the 
placenta, are found in fetal tissues, and can have toxic effects on the developing fetus (often 
related to retardation of skeletal development) Embryotoxicity has been noted in animals treated 
early in pregnancy. Newborns, infants and children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given oral doses of 25 mg./ kg. every 6 hours, 
demonstrated a decrease in fibula growth rate, reversible when drug was discontinued 
Tetracyclines are present in the milk of lactating women who are taking a drug in this class 


Precaulions: Use may result in overgrowth of nonsusceptible organisms, including fungi. If 
superinfection occurs, institute appropriate therapy. In venereal diseases when coexistent 
syphilis is suspected, darkfield examination should be done before treatment is started and blood 
serology repeated monthly for at least four months. Patients on anticoagulant therapy may 
require downward adjustment of such dosage. Test for organ system dysfunction (e g.. renal, 
hepatic and hemopoietic) in long-term use. Treat all group A beta-hemolytic streptococcal 
infections for at least 10 days. Avoid giving tetracycline in conjunction with penicillin. 


Adverse Reactions: Gl: (with both oral and parenteral use): anorexia. nausea. vomiting, diarrhea, 
glossitis, dysphagia, enterocolitis, inflammatory lesions (with monilial overgrowth) in anogenital 
region. Skin: maculopapular and erythematous rashes. Exfoliative dermatitis (uncommon) 
Photosensitivity is discussed above ("Warnings "). Renal loxicity: rise in BUN. dose-related (see 
"Warnings '). Hypersensitivity reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylac- 
toid purpura, pericarditis, exacerbation of systemic lupus erythematosus. In young infants, 
bulging fontanels have been reported following full therapeutic dosage, disappearing rapidly when 
drug was discontinued. Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia 
CNS: (see "Warnings"). When given in high doses. tetracyclines may produce brown-black 
microscopic discoloration of thyroid glands: no abnormalities of thyroid function studies are 
known to occur. 


NOTE: Concomitant therapy: Antacids containing aluminum. calcium, or magnesium impair 
absorption; do not give to patients taking oral minocycline. Studies to date indicate that 
absorption of MINOCIN Minocycline HCI is not notably influenced by foods and dairy products 


LEDERLE LABORATORIES 
e» A Division of American Cyanamid Company 
Pearl River, N Y. 10965 
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For jock itch 
and athlete's foot 





Tinactin Cream 


eBegins to relieve 
24 hours 


JERING CORPORATION. KENILWORTH. 








itching, burning within 


e Actually kills most skin ringworm fungi 


NEW JERSEY 07033. ALL RIGHTS RESERVED. SiS z 
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est for the care of dry, 
or premature aging- 


or wrinkled skin... 
DUE TO EPIDERMAL 






IPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.11590 : 


DISTRIBUTOR IN CANADA ý 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL 23, QUEBEC 
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ULFACET-HC 


= LOTION 

"n Sodium Sulfacetamide. Prior to ge 
EE powder from Vial to Lotion The conce» 

Sulfacetamide 1095. Hydrocortisone 


Use Within 4 Months of Dispensing 
indications — Acne Vulgaris. Shake Wel v 


law prohibits dispensing without pest 
From Eyes. (Keep this and all ote m 
De 


Net Wt. s home 


EM 


Stubborn, 7 
Pustular Acne Gently! -o 


Soft as a Fleecy Cloud. 


SULFACET- 


Je è Sodium Sulfacetamide 10%, Hydrocortisone Alcohol 1/2%, Sulfur Colloid 5%. 


Drying without Irritation. 


SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 


DESCRIPTION (As Dispensed) 

Hydrocortisone 0.5%W/V 
Sodium Sulfacetamide 10.0%W/V 
Sulfur Colloid 5.0%W/V 


in a water-washable lotion containing purified water, zinc 
oxide, talcum, propylene glycol, titanium dioxide, natural 
clays, fatty acid amide, iron oxides, ethoxylated esters, 
natural and synthetic gums, organic salts, sodium chlor- 
ide and bisulfite, sequestrant, buty! and methyl parabens 
and 2-Bromo-2-nitropropan-1,3-diol. ; 
ACTIONS — Keratolytic, peeling, drying and antisebor- 
rheic action. 

INDICATIONS — Acne vulgaris, acne rosacea and sebor- 
rheic dermatitis. 

CONTRAINDICATIONS — Topical steroids are contra- 
indicated in viral diseases of the skin such as varicella 
and vaccinia. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any 
of the components of the preparation. This preparation 
is not for ophthalmic use. Topical steroids should not be 
used when circulation is markedly impaired or in patients 


with kidney disease or those who have previously exhib- 
ited sensitivity to sulfonamides. 
WARNINGS — USAGE IN PREGNANCY: Although 
topical steroids have not been reported to have an ad- 
verse effect on the fetus, the safety of their use in 
pregnant females has not been absolutely established. 
Therefore, they should not be used extensively on preg- 
nant patients or in large amounts or for prolonged 
periods of time. 

PRECAUTIONS — For External Use Only. Keep Away 
From Eyes. Sensitivity to sulfacetamide may occur. Cau- 
tion and careful supervision should be observed when 
prescribing these drugs for patients who may be prone 
to hypersensitivity to topical sulfonamides, particularly 
if areas of denuded or abraded skin are involved. If 
irritation develops, the product should be discontinued 
and appropriate therapy instituted. In the presence of 
an infection, the use of the appropriate antifungal or 
antibacterial agents should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated or if 





the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. 

ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
either with or without occlusive dressings: burning sen- 
sations, itching, irritation, dryness, folliculitis, secondary - 
infection, skin atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. Hypersensitivity to the - 
sulfonamides indicated by previous toxic reaction such 
as agranulocytosis, acute hemolytic anemia, purpura 
hemorrhagica, drug fever, jaundice or contact dermatitis. 
DOSAGE AND ADMINISTRATION — Apply a small 
quantity to the affected areas two to three times daily. 
The skin should be thoroughly cleansed and applications 
blended in with light massaging. Consult physician for 
advice on diet and other factors in control of acne. | 
HOW SUPPLIED — Lotion, bottles, 1 oz. and 2 oz. as 
dispensed. 
CAUTION — 
out prescription. 


Federal law prohibits dispensing with- fi 


SENT BPe^nm zumal | WHERE RESEARCH AND ECONOMY COME FIRST! ‘Fort Washington, Pa. 19034 2 





classic therapy _ 


To effectively help control 
dandruff, remove excess oil, 
and stop itching. 







Sebulex’ 


Therapeutic Shampoo I 
Cream Therapeutic Shampoo 


For full prescribina information. consult voir PD R 






spado 


ett 


. AZ ae 
po ee eee 
irIEÉEM 
EET CU 

forie 


. for the foughe st 
problems 


A highly effective tar 
shampoo to combat stubborn, 
resistant scalp problems. 


Sebutone: 


Antiseborrheic Tar Shampoo 
Cream Therapeutic Tar Shampoo 


LUIESTLUOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N 1E2 


A New Skin Cleansing System 
. for Your Acne Patients. 3 


BUF ce 


BUF-PUF Nonmedicated Cleansing Sponge and BUF Acne Cleansing Bar team up 
to provide the gently abrasive, thorough cleansing that acne patients need. 


- ® ™ 
E3 


Nonmedicated Cleansing Sponge Acne Cleansing Bar 





e (Inique nonwoven polyester * Cleans the skin and removes 
sponge removes dirt and dead excess oils 
skin cells 31] 2 7| y e Contains drying agents— sulfur 
* Helps loosen existing comedones and salicylic acid 
. andpreventformationof new ones * Mild, nonirritating, soap-free 


* 93% patient acceptance in e pH compatible with that of the skin 
clinical trials Available at pharmacies. 








Riker Laboratories, Inc. ctr 


NORTHRIOGE, CALIFORNIA 91324 
. Member Company 
b Certified Medical Representatives Institute, Inc 


*Data on file, Medical Department, 
Riker Laboratories, Inc 
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Before Vanseb. Scanning electron micro- 


graph (1000x) shows common hair damage. 


After Vanseb. After 3 shampooings with 
Vanseb, another micrograph of the same hair 
shows that damage has been greatly repaired. 


Look closely before 
you recommend another 
3 dandruff shampoo. 


The only difference between the photo on silky. To you, it means a therapy that works 
the left and the photo on the right is a dandruff because your patient will follow it. Even if 








™ 


shampoo. Vanseb® 

Vanseb is the first antisebor- 
rheic shampoo that actually repairs 
your patient’s damaged hair while 
it controls dandruff. It works on 
the frizzies as well as the flakes. 

What makes Vanseb unique is 
protein. Tests prove that protein 
reduces split ends, thickens the hair 
and increases tensile strength. 

To your patient, this means 
hair that’s manageable, soft and 





G. S. Herbert Laboratories Irvine, California 92664 U.S.A H 


frequent shampooing is necessary. 

For cases requiring a tar sham- 
poo, we make Vanseb®-T, also with 
protein. 

Everybody says their tar sham- 
poo is cosmetically elegant. Vanseb-T 
really is. It doesn’t look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. 

Vanseb and Vanseb-T. To help 
the hair as well as the scalp. 


We fix more than Dandruff. 





* easy, economical, waste-free 
delivery — Each spray 
releases approximately 
0.15 mg. of triamcinolone 
acetonide 


* built-in hair penetrator for 
accurate "under the hair" 
delivery 





* hair penetrator is removable | 
for direct spray coverage of 2 N 
widespread skin lesions h 


* useful in corticoid responsive 38 p $ / 
seborrheic dermatoses | 7 ^ 
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riamcinolone Acetonide ` 


COP" rATTAALRNATCC USE 
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Spray Lotion 0.1% z 

Bo i 

* quick-drying, vanishing lotion J- g^ 
for cosmetic acceptance: RICH 
e not watery — won't run Ei E ; 
* no unattractive greasy ro O ; 
residue ) pf 
"S 0i 
e paraben-free yO Ce 
e 1⁄3 the alcohol content of = $0; 
Valisone Lotion * FU : 
E 4 





*Valisone® is a registered trademark of Schering Corporation 


"Please see following page for prescribing information. 




















and well send yo a way _ 
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(c effect on the fetus, the safety of their use in pregnant 
ltv)femoles has not absolutely been established. There- 
“fore, they should not be used extensively on pregnant 
oo patients, ar in lorge amounts, or for prolonged periods 
«gf fime: 


2 n PRECAUTIONS: if irritation develops, the prod- 

"Uget should be discontinued ond appropriate therapy 
PEDD instituted. 
2 ‘in the presence af an infection, the use of appro 
UU v prote antifungal or antibacterial agents should be in- 
Soc siiuted. ff o favorable response does not occur 
t5 prornptly, the corticosteroid shaul d be discontinued. ur 

“il the infection hos been adequately controlled. 

“H extensive areas are treated or if the occlusive tech- 
" Hidue is used, the possibility exists of increased systemic 
^cebsorption of the corticosteroid and suitable precau- 
“tlans should be taken. 
Eare should be taken wher used. periorbitally, or 
in the scrotal, vulvar or perineal areas due to o fairly 
high incidence of burning sensation, . 
DVERSE REACTIONS: The following local adverse 
actions have been reported with topical corficoste- 
roids, either with or without occlusive dressings: burn- 
ing, sensations, iching, irritation, dryness, folliculitis, 
secondary infection, skin atrophy, striae, hypertrichosis, 
:neform: eruption and hypopigmentation. 
OSAGE AND ADMINISTRATION: Swing out appli 
cator stem to approximately 45° to 99 angle to untock 
valve. Press valve to apply one or more metered (0.15 
q.).doses to the affected area 3 or 4 times daily. 
HOW SUPPLIED: Avoilable in 15 Gram. pressurized 
: metered dose cans withodiustable applicater. Rev. 8/75 


LEDERLE LABORATORIES 
A Division of American Cyanamid Company, 
| Peari River, New York 10965 221-5 


Check or money order must accompany this order and be made payable 
to the American Medical Association. 


e 

» gj $ 

e Return Order Blank To: . 
e American Medical Association 2s 

è 999 North Dearborn e 

e Chicago, Illinois 60610 Price e 

e (312) 751-6000 | including =e 

. Quantity—in Handling e 

: Type of form orders of: and Postage : 

PN -ork e O Single Form OP-407 4,0000 O $1850 œ 

E, Az ! e (One page 5,000 O 78.00 e 

T Trinmeinolone Acetonide $ pads of a hundred) 40,000 O 138.00 e 

à Sprav Lotion O. 196 e (© Two Forms OP-408 1,000 0 28.00 e 

pray : (Original and 5,000 0 112.00 - 

m one carbon) 10,000 O 210.00 e 
(CC INDICATIONS: For relief of the inflammatory manb € - : esi 
s jféstations of coche d bertus * Li Continuous Form OP-409 1,000 Ll 28.00 ed 
^ CONTRAINDICATIONS: Topical steroids are contro e (Original and one carbon) 5,000 Ll 112.00 e 

Us rien in viral diseases of the skin, such as varicella e (For Computer Printers) 10,000 O 210.00 e 

cand vaecinia. 
iU Topical steroids are contraindicated in those pa- e : e 
eats with a history of hypersensitivity to any of the ^. TOTAL e 
boc components of the preparation. This preparation is not 

C for ophthalmic use. ° Name .. . 

“Topical steroids should not be used when circu latian . e 

ez de is markedly impaired. e Street Address e 

WARNINGS: USAGE IN PREGNANCY: Although topi- & - | e 

“cal steroids have not been reported to have an adverse e City State... Zip e 

e | e 

e € 

e e 

i ° 

e 9 
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Accepted by Medicare, Commercial Carriers, many Blue Shield 
Plans, and many states for Medicaid. - 


Developed by the AMA in cooperation with carriers, government 
agencies, and other groups, this form is the most current and 

most widely used claim reporting form available. It significantly 
reduces the time and cost of claims reporting. Note: A number of 
private firms are marketing an outdated, more expensive version of 
this form. To be certain you are using the most current and 
acceptable form to third party insurers, we encourage you to use 
the official AMA form. Order e g | : 





F 
for dry and itchy winter skin... 


EMULAVE BAR 


non-alkaline, soap-free, 
not only cleans but 
helps keep moisture in. 


Here's why EMULAVE satisfies patients...and you: 


* More available natural emollients 
than any other cleansing bar. 
EMULAVE is enriched with 2995 
skin-softening emollients, 
which help replenish skin lipids 
and provide the protective 
coating that seals in normal skin 
moisture. 

* Contains no soap. A special skin- 
tested synthetic agent provides 
the cleansing and sudsing action.. 
with minimal drying effect. 

* Contains 30% AVEENO Colloidal 
Oatmeal for soothing, anti- 
pruritic, anti-inflammatory action. 


* EMULAVE pH approximates 


that of normal skin. 


Available in 3-oz. bars. 


OO Cooper Laboratories, Inc. 
Wayne, N.J. 07470 


322-9/Dec..1975 
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Vow, 
the lice infestati 
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advance to break 
'einfestation cycle. 


Killslice thatremain on upholstery, 
blankets, bedding, clothing, 
carpeting...that may reinfest the 
patient or infest his family. 


| Introducing R&CSpray 


with synergised pyrethrins and gamma benzene hexachloride 


(formerly KwellSoray? 


Pediculi and their ova can survive (for a short time) off the human host. Thus, 
even though the patient may have been successfully rid of lice on his person, immedi- 
ate reinfestation is possible or a fresh infestation of other family members may occur. 

To help break this infestation/reinfestation cycle, when washing or dry 
cleaning is not possible, R&C Spray can be applied to upholstery, blankets, bedding, 

clothing and other objects where lice and their eggs are known to linger. 

R&C Spray is specially formulated with synergised pyrethrins to provide effec- 
tive parasite control. ‘‘Pyrethrins are exceptionally rapid in their effect upon 
insects....’’' The other important active ingredient is gamma benzene hexachloride 
which, as a pediculicide, has been shown to be virtually 10096 effective.* 

After you have prescribed a specific for parasites on the scalp or body, com- 
plete the regimen with the specific for parasites off the body with R&C Spray 
Insecticide. 

Caution: Not for use on humans or animals. Avoid spraying in eyes. May be ab- 
sorbed through skin. Avoid breathing spray mist. Avoid contact with skin. In case of 
contact, wash immediately with soap and water. Avoid contamination of feed and food- 
stuffs. Harmful if swallowed. Vacate room after treatment and ventilate before 
reoccu Dying. References: 1. Osol, A. and Farrar, G.E., eds.: United States Dispensatory, Philadelphia, 

à J. B. Lippincott Co., 25th edition, 1960, p. 2012. 2. Patient Care 7:94, Nov. 1, 1973. 


Reed & Carnrick/ Kenilworth, N.J. 07033 








R&C Spray. Keeps lice from making a comeback. 


Shedding light on the 
effectiveness of Balnetar* 


Psoriasis involves a number of therapies such as the use of 


light with tar. Balnetar is a combination therapy in itself. Balnetar 


It contains soothing, antipruritic Alpha Keri® and chemically ° . 
and biologically standardized Westwood? Tar. Alpha Keri water-dispersible 


softens the skin and helps relieve itching while the tar is emollient tar 
"treating" the psoriatic lesions. Easy to use Balnetar is uniform 
from batch to batch and causes minimal trauma to patients. More than just tar 


*Graphic illustrates Balnetar’s substantivity photographed under black light. In 8 fl. oz. bottles. See PDR. 


WESTWOOD PHARMACEUTICALS INC., Buffalo, New York 14213 
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F incon 
ki dandruff 
shampoo 


pyrithione zinc 1%, 

nically proven 

i dundruft compoun 
to he ly contro! , 
drut? tokina 

juiarty, Zincon 

her clean and 
manage. 
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Professional Dandruff Shampoo 
PROFESSIONALLY PROMOTED: 


‘To Physicians (no consumer TV advertising) 
.*To Pharmacists (not sold in supermarkets) 


The highly effective dandruff shampoo that 
leaves hair clean and easy to manage 


Lederle Laboratories, A Division of American Cyanamid Company, Pearl River, New York 10965 
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Atopic Dermatitis 





In any stage, a major challenge. — 


neuem of the atopic patient draws ji suit the needs of the individual atopic 
upon a broad range of skills and thera- patient, Lidex is available in cream or 
peutic modalities. Preventive measures such ointment vehicles, while Topsyn® 

as avoidance of excessive bathing and rough (fluocinonide) provides the same high de- 


clothing. Antihistamines to relieve itching. gree of efficacy in an easy-spreading gel. J 
And topical steroids. 
idex cream, Lidex ointment and Topsyn 
or most atopic patients, Lidex® gel are free of potentially sensitizing 
TH Giuocinonide) is a highly effective topical preservatives such as chlorocresol or para- 
steroid. Because the steroid is 100% dis- bens—an important consideration in atopic 
solved, optimal penetration is assured. dermatitis. 
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. Roughened surface 


2. Slight thickening 
of the stratum corneum 


3. Cellular 
infiltration 


4. Sebaceous glands i 
5. Sweat glands 


GCS 
SSC 





Artist's rendition of atopic dermatitis. 
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Highly effective. 
100% dissolved 


for optimal penetration. 
Choice of bases. 
No preservatives. 


LIDEX ds 


" eg 
(fluocinonide) 
A good choice for your atopic patients 
Please see next page for summary of prescribing information. 
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LIDEX (fluocinonide) 
. 0.05% Cream and Ointment 
TOPSYN (fluocinonide) 
0.05% Gel 


‘. Summary of prescribing information 


DESCRIPTION 

LIDEX cream 0.0595, LIDEX ointment 0.05% and 
TOPSYN gel 0.05% contain the active compound 
fluocinonide. Fluocinonide, which is the 21- 


^ 

acetate ester.of fluocinolone acetonide, has the 

chemical formula 6a, 9a, -difluoro-118, 16a, 

17a, 21-tetrahydroxypregna-1,4-diene-3, 20-dione, 

cyclic 16, 17-acetal with acetone 21-acetate. 

LIDEX cream contains fluocinonide in FAPG® 
* ream, a specially formulated cream base con- 

Sigting of stearyl alcohol, polyethylene glycol developmen [S 

Amerchol CAB (mixture of sterols and higher your 

alcohols), white petrolatum, propylene carbonate 

and propylene glycol. It provides the occlusive [4 

and emollient effects desirable in an ointment. 

In this formulation the active ingredient is 

totally in solution. 

TOPSYN gel contains fluocinonide in a specially 

CONTRAINDICATIONS 

Topical steroids are contraindicated in vaccinia ; , ; ‘ 
and varicella. Topical steroids are contraindi- JAMA is one of the world’s most respected medical journals. 
cated in those patients with a history of hyper- 


6000, propylene glycol, 1, 2, 6-hexanetriol and 
formulated gel base consisting of propylene 
sensitivity to any of the components of the 














citric acid. This white cream vehicle is grease- 

less, nan-staining, anhydrous and completely 

water miscible. The base provides emollient and 

hydrophilic properties. In this formulation, the 

active ingredient is totally in solution. 

glycol, propyl gallate, disodium edetate, and " 

Carbopol 940 (carboxypolymethylene) with 

NaOH and/or HCL added to adjust the pH. This 

clear, colorless, thixotropic vehicle is greaseless, 

non-staining and completely water miscible. 

In this formulation, the active ingredient is 

totally in solution. * 

INDICATIONS 

LIDEX cream and ointment and TOPSYN gel are : A 
intended for the relief of inflammatory Li 


LIDEX ointment contains fluocinonide in a 
specially formulated ointment base consisting of 
manifestations of corticosteroid responsive 
dermatoses. 


preparation. Each weekly issue contains authoritative original contributions fea- 
PRECAUTIONS turing the latest clinical developments in research, diagnosis, and 
If irritation develops, the cream, ointment or gel 

should be discontinued and appropriate therapy treatment. 


instituted. In the presence of an infection the 
use of an appropriate antifungal or antibacterial 


agent should be instituted. In addition, JAMA brings you editorials, question and answer col- 
If a favorable response does not occur promptly, : i i 

Bi Lcénicdatendid oresm, othiment oneal Should umns, news of medical meetings, abstracts of key articles from 
be discontinued until the infection has been other journals in the U.S. and abroad, plus letters and reviews of 
adequately controlled. books and films. 


If extensive areas are treated, the possibility 
exists of increased systemic absorption and suit- 
able precautions should be taken. ——— —— M — — — — —— — M — — — — — — — —— — ——————— — —— — — ——— ——— - 
Although topical steroids have not been reported ^ b 
pe Gave an adverse effect ion pregnancy, ine Start your JAMA subscription coming today! 

safety of their use in pregnant females has not 

absolutely been established. Therefore, they 


. 


should not be used extensively on pregnant All Other 
patients, in large amounts or for prolonged U.S. & Poss. Countries 
periods of time. . 

LIDEX® (fluocinonide) cream and ointment and LI TOR IBSUOR . odeur eI bra erg oH d $50 $75 
TOPSYN® (fluocinonide) gel are not for I 

ophthalmic use. LI. 52498008 X, over E Ud Tae $30 $50 


ADVERSE REACTIONS 
The following local adverse reactions have been 


reported with topical corticosteroids: (Payment must accompany order. Make check or money 


burning folliculitis order payable to JAMA.) 

itching acneform eruptions 

irritation hypopigmentation 

dryness striae 

secondary infection skin atrophy Name 

DOSAGE AND ADMINISTRATION 

A small amount should be gently massaged into 

the affected area three or four times daily, as Address 

needed. ; 

HOW SUPPLIED ; À 
LIDEX 0.05% Cream —15 g 30 g and 60 g tubes. d a e eS O ERE LC RAI o s RENS ) 


LIDEX 0.05% Ointment —15 g 30 g and 60 g tubes. 


TOPSYN Gel 0.05%15 g and 60 g tubes. Return to: Circulation and Records Department 


American Medical Association 


a mm m — — — — ai 
A— — — — — HP SERT Mem et d 


SYN EX S/J 535 North Dearborn Street, Chicago, Ill. 60610 
SYNTEX LABORATORIES, INC. X / 
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New from. Beat 


the 24-hour CE. 
pé for acne _ 
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1. EXZIT Medicated Cleanser 


(colloidal sulfur, salicylic acid) ^ 


...morning and night 
" go adage emos t ud EXZIT: to "exit" acne... 
... all day, after cleansing keeps the skin medicated day and night 
3. EXZIT Medicated Lotion |_| helps dry and peel acne blemishes 
(colloidal sulfur. resorcinol monoacetate) |_| dries excess skin olls 
...all night, after cleansing |_| cosmetically neat...pleasantly fragrant 


Dome Laboratories 


MM Nivicinn Milac | aharatqoriac Ine 


{Ask your Dome Representative for EXZIT Patient Starter Samples. 
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^ Forthe part-time — 


occupational physician... 


peo 


agent 





An invaluable 


quick reference 


guide to 
occupational 
dermatoses 


The AMA's new guide, Occupational 
Dermatoses, is an invaluable aid for 
physicians working part-time in oc- 
cupational health programs. 

It provides a ready reference for 
specific information on the causes, 
diagnosis, prevention and treatment 
of occupational skin diseases. It also 
discusses management of prolonged 
and recurrent dermatoses, medico- 
legal aspects, and provides extensive 
references. 

Price per copy is $1.00; 75c each 
for orders of 11 or more and for 
medical students. To order, com- 
plete the coupon below. 


8499 "e "ero nea re ee 


e Order Department 
e American Medical Association 
$ 535 N. Dearborn St. 
E. Chicago, lll. 60610. 


* Please send me copyties) 
of Occupational Dermatoses, 
OP-108 | 

Please enclose payment. 
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Tramacin Brand Cream _ 
Triamcinolone Acetonide Cream U.S.P. 


Description: Tramacin Cream 0.025%, Tramacin Cream 0.1 %, and. 


Tramacin Cream 0.5% provide 0.25 mg., 1 mg. or 5 mg. triamcino- 
lone acetonide per gram respectively in a vanishing cream base 
containing propylene glycol, cetyl alcohol, glyceryl monostearate 
N.F. XH, spermaceti, isopropy! palmitate, polysorbate 60 and puri- 
fied water. The cream base for the 0.02576 preparation is tinted. 
Actions: Tramacin 0.025%, 0.1% and 0.5% Creams are primarily 
effective because of their anti-inflammatory, antipruritic and 
vasoconstrictive actions. | 

indications: Tramacin 0.025%, 0.1% and 0.5% Creams are indi- 


cated for relief of the inflammatory manifestations of corticosteroid- 


responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in viral 
diseases of the skin, such as vaccinia and varicella, and in those 


patients with a history of hypersensitivity to any of the components 


ofthe cream. | 
Tramacin 0.025%, 0.1% and 0.5% Creams are not for 
ophthalmic use, 
Topical steroids should not be used when circulation is 
markedly impaired. 
Warnings: Usage in pregnancy: Although topical steroids have 
not been reported to have an adverse effect on the fetus, the 
safety of topical steroid preparations during pregnancy has not 
been absolutely established; therefore, they should not be used 
extensively on pregnant patients, in large amounts, or for pro- 
longed periods of time. 
Precautions: If irritation develops, the product should be discon- 
tinued and appropriate therapy instituted. 
In the presence of an infection, the use of appropriate antifungal 


or antibacterial agents should be instituted. If a favorable response 


does not occur promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately controlled, 

If extensive areas are treated or if the occlusive technique is used, 
the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken. 


Adverse Reactions: The following local adverse reactions have 
been reported with topical corticosteroids either with or without 
occlusive dressings: burning sensations, itching, irritation, dry- 
ness, folliculitis, secondary infection, skin atrophy, striae, miliaria, 
hypertrichosis, acneform eruptions, maceration of the skin and 
hypopigmentation. Contact sensitivity to a particular dressing 
material or adhesive may occur occasionally. 

Dosage and Administration: Apply Tramacin Cream 0.025% 
(Triamcinolone Acetonide Cream U.S.P. 0.02596) to the affected 
area two to four times daily, Rub in gently. 

Apply Tramacin Cream 0.1% (Triamcinolone Acetonide Cream 
U.S.P. 0.1%) to the affected area two to three times daily. Rub in 
gently. 

Apply Tramacin Cream 0.5% (Triamcinolone Acetonide Cream 
U.S.P. 0.5%) to the affected area two to three times daily. Rub in 
gently. 

Occlusive Dressing Technique: Gently rub a small amount of the 
cream into the lesion until it disappears. Reapply the preparation 
leaving a thin coating on the lesion and cover with a pliable non- 
porous film. If needed, additional moisture may be provided by 
covering the lesion with a dampened clean cotton cloth before 
the plastic film is applied or by briefly soaking the affected area 
in water. 

The frequency of changing dressings is best determined on an 
individual basis. Reapplication is essential at each dressing 
change. 

How Supplied: Tramacin 0.025% Cream is supplied in 15 g. and 
80 g. tubes and 240 g. and 5.25 Ib. jars. 

Tramacin 0.1% Cream is supplied in 15 g. and 80 g. tubes and 
240 g. and 5.25 Ib. jars. 

Tramacin 0.526 Cream is supplied in 20 g. tubes. 


e fohmonsfohmen 1975 


Manufactured for 
Dermatological Division of Johnson & Johnson 
New Brunswick, New Jersey 08903 
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The cream 
of dermatology. 


Since triamcinolone acetonide wasintroduced 
in 1958, a lot of other topical steroids have come 
along. But none is more widely prescribed by 
dermatologists.* 

Which makes sense. Because triamcinolone 
acetonide is a product with almost two decades of 
clinical experience behind it. Plus an excellent 
record of clinical success in steroid-responsive 
dermatoses as reported in studies both here and 
abroad. 

Triamcinolone acetonide is the number one 
choice of dermatologists in atopic eczema. 

And still their unsurpassed choice for contact/ 


allergic dermatitis, seborrheic dermatitis and the 
relief of pruritus. 

In fact, no other topical steroid is more widely 
prescribed in all of medicine. 

Now you know why we call triamcinolone 
acetonide the cream of dermatology. And why we 
chose itas the one to carry our name. 

TRAMACIN Brand Cream Triamcinolone 
Acetonide Cream U.S.P. from the Dermatological 
Division of dohmenalohuren 

Ü l 
*Statistics supporting this statement and other state- 


ments of physicians’ preference in this advertisement are 
on file in the Dermatological Division of Johnson & Johnson. 





Whentinea | 
is the A 
arget... 


Tinea corporis 


Tinea cruris 


Tinea manuum 


Tinea pedis 


"in infections due to these commonly implicated 
organisms: Trichophyton rubrum, T. tonsurans, T 
mentagrophytes, Microsporum canis, and Epidei 


mophyton floccosum. Halotex is also useful in tinea 
versicolor due to Malassezia furfur 





When treating these tinea infections, 
consider safe’ and effective Halotex® 
(haloprogin). Rx only Halotex is a 
nonstaining, nongreasy topical agent 
available in convenient and economical 
sizes. Halotex cream in 30 g. tubes, 
Halotex solution (especially useful in hairy 
areas of the body) in 10 and 30 ml sizes. 


. '* Information on file at Westwood. 
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Prescribe 


alotex’ 


(haloprogin) E... o— 


1% Cream/Solution , 5 NL 


Halotex® = «s 


(haloprogin) 1% Cream/SolütioR:- . » 


Description: : 
Halotex cream provides 196 Haidprdzitr ik ina 
water-dispersible, semi-$olid cream base. Each 
gram contains 10 mg. haloprogin solubilized in 
polyethylene glycol 400, polyethylene. glycol 
4000, diethyl sebacate and polyviny]pyrroli- 
done. Halotex solution provides 1% (10 mg: per 
ml.) haloprogin in a homogeneous vehicle of 
diethyl sebacate and alcohol. 


Action: 

Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the 
skin. 


Indications: 

Halotex cream and solution are indicated: for the 
topical treatment of tinea pedis, tinea cruris, 
tinea corporis and tinea manuum due to infec’ _ 
tion with Trichophyton rubrum, Trichophyton 
tonsurans, Trichophyton mentagrophytes, : Mi- 
crosporum canis, and Epidermophyton flocco- 
sum. It is also useful in the topical treatment of 
tinea versicolor due to Malassezia furfur. 


Contraindications: 

Halotex preparations are contraindicated in 
those individuals who have shown hypersensi- . 
tivity to any of the components. 


Warning: 
USAGE IN PREGNANCY- Safety for use in 
pregnancy has not been established. 


Precautions: 

In case of sensitization or irritation due to Halo- 
tex cream or solution or any of the ingredients, 
treatment with these preparations should be 
discontinued and appropriate therapy instituted. 


If a patient shows no improvement after four 
weeks of treatment with Halotex cream or solu- 
tion, the diagnosis should be redetermined. In 
mixed infections where bacteria or nonsuscep- 
tible fungi are present, supplementary systemic 
anti-infective therapy may be indicated. 


For external use only. KEEP OUT OF EYES. 


- Adverse Reactions: 


Reactions reported include: (1) local irritation, 
burning sensation, vesicle formation, and (2) 
increased maceration, pruritus or exacerbation 
of pre-existing lesions. 


Dosage and administration: t 
Halotex cream and solution should be applied - 
liberally to the affected area twice daily for two 
to three weeks. Interdigital lesions may require 
up to four weeks of therapy. 


How Supplied: 
Halotex* cream 1% (10 mg. per g.) 30 g. col- 
lapsible aluminum tube NDC 0072-7130-02. 


Halotex^ solution 196 (10 mg. per ml.) 10 ml. 
polyethylene bottle with controlled drop tip NDC 
0072-7210-02 and 30. ml. polyethylene bottle 
with controlled drop tip. NDC 0072-7230-02. 
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In Canada, Belleville, Ontario KN85E9 
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The mentally retarded. - 





Are you as up to date 
as you should be? 


Today there are more than six 
milion individuals who at one 
time or another in their lives, 
wil be diagnosed as being re 
tarded, and some 100,000 or more 
are born each vear. 

In the course of his practice, 
almost every primary physician 
wil have mentally retarded pa- 
tients. 

How do you diagnose mental 
retardation? What are the signs, 
the symptoms? What should be 
the plan of management, of 
habilitation? What kinds of pro- 
fessional and community re- 
sources are available to you? 

Menta!  Retardation-A Hand- 
book for the Primary Physician 
provides guidelines for handling 
the mentally retarded patient. 
Prepared by the AMA Depart- 
ment of Mental Health, it in- 
corporates the latest informa- 
tion on the problems, of mental 
retardation, and new and im- 
proved methods of diagnosis, 
prevention, treatment and care. 


Order your copy today. dust 
use the coupon below. 





Order Department/ American Medical Association 
535 N. Dearborn St. Chicago, Ill. 60610 


Please send me ........ eopyties) cf Mental Retardation, Second Edition 


(OP-314) Price: $2.00 ea. Please enclose payment with order. 
NUN V nier ALMA orate nen aah DL Lm. 


Address. 
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~ HALOG® CREAM (Halcinonide Cream 0.1%) - 


Each gram of Haiog Cream (Halcinonide 
Cream 0.1%) coritains 1 mg. halcinonide 
(0.1%) inacream base. 


INDICATIONS: This productis intended for 
topical application for adjunctive therapy 
and symptomatic relief of inflammatory 
manifestations of acute and chronic corti- 
costeroid responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are 
contraindicated in vaccinia, varicella, and 
in those patients with a history of hyper- 
sensitivity to any of the components of the 
preparation. This preparation is not for 
ophthaimic use. 


PRECAUTIONS: General — if local infection 
exists, suitable concomitant antimicrobial or 
antifungal therapy should be administered. 
ifa favorable response does not occur 
promptly, application of the corticosteroid 
should be discontinued until the infection is 
adequately controlled. Aithough systemic 
side effects associated with absorption 

of topical corticosteroid preparations are 
rare, their possible occurrence must be 
kept in mind when these preparations are 
used over large areas or for an extended 
period of time. If irritation or sensitization 
develops, the preparation shouid be dis- 
continued and appropriate therapy insti- 
tuted. Although topical steroids have not 
been reported to have an adverse effect 

on pregnancy, the safety of their use during 
pregnancy has not been absolutely estab- 
lished; therefore, they should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time, 


Occlusive Dressing Technique — The use of 
occlusive dressing increases the percu- 
taneous absorption of corticosteroids; their 
extensive use increases the possibility of 
systemic effects. For patients with exten- 
sive lesions it may be preferable to use a 
sequential approach, occluding one portion 
of the body at a time. The patient should be 
kept under close observation if treated with 
the occlusive technique over large areas 
andover a considerable period of time. 
Occasionally, a patient who has been on 
prolonged therapy, especially occlusive 
therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 
Thermal homeostasis may be impaired if 
large areas of the body are covered. Use 
ofthe occlusive dressing should be dis- 
continued if elevation of the body tempera- 
ture occurs. Occasionally, a patient may 
develop a sensitivity reaction to a particular 
occlusive dressing material or adhesive and 
a substitute material may be necessary. If 
infection develops, discontinue the use of 
the occlusive dressing and institute appro- 
priate antimicrobial therapy. 

ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, striae, skin atrophy, secondary 


infection, dryness, folliculitis, hypertrichosis, 


acneform eruptions, and hypopigmentation. 
The following may occur more frequently 
with occlusive dressings: maceration of 

the skin, secondary infection, skin atrophy, 
striae, and miliaria. Contact sensitivity to a 
particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 


For full prescribing information, consult 
package insert. 


HOW SUPPLIED: in tubes of 15 and 60g. 
and injars of 240g. (Boz ). 


S UIBB* ‘The Priceless ingredient ol every product 
Q ! i$ the honor and integnty of its maker; "V 


$ 1976 ER Squibb & Sons, Inc. 356-504 ` 







Halog(Halcinonide 
Cream 0.190) 


Eczematous Dermatiti After 6 days therapy with Halog Cream 





One Halog picture 


is worth 
a thousand words 





See adjacent SQUIBB column for brief summary 














Acne 
doesnt 


have to 
get worse 


before it 
gets better 


To encourage greater patient cooperation, consider effective 
Pernox® Scrub. 


e Dries and desquamates skin with a high degree of safety 
and flexibility. 


e Predictable and controllable therapy for efficacy...without 
undue irritation to the skin. 


e Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation ...skin 
feels smooth after each washing. 


e indicated in grades I, II, and selected cases of grade lll acne. 


Contains: 

Microfine granules of polyethylene in SEBULYTIC® brand of 
soapless cleansers and wetting agents. Also 296 sulfur, 
1.596 salicylic acid. 











the therapeutic scrub 
cleanser of choice 








r Supplied: 
2 and 4 oz. plastic 
tubes, regular or 
lemon-scented. 
Pernox® 

Pran 
(R) 


Lathering Scrub Cleanser 
Regular/Lemon 
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Reviewers for 1975 







Nhe editors of the ARCHIVES would 
"like to take this opportunity to 
- thank, on behalf of themselves and the 
ee “readership, the large number of dedi- 
cated individuals who have reviewed 

_ articles for the journal in 1975. As you 
| .— may or may not know, every submit- 
ted paper is examined by at least two 
- . "referees, as well as the editors. 


Though this procedure may delay 
publieation, it is essential for the 
maintenance of accuracy and quality 
of material published. 

The following is a compilation of 
the names of these reviewers who 
have so generously given their time 
and expertise on behalf of the 
ARCHIVES. If any name is misspelled 


Reviewers 






or not included, we apologize in 
advance. Please let us know. and we. 
will include the information as a 
correction in a future issue. | 
JOHN H. Epstein, MD. 
Kime Fukuyama, MD | 
DENNY L. TUFFANELLI, M 
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- : : Surin ae K. Arora, MD, Isaac Willis, MD 


: E A series of experiments were con- 
.. ducted to determine the optimum condi- 
. tons required to induce methoxsalen 
í .. phototoxicity in vitiliginous skin. The 
^: 7; results revealed that optimum phototox- 
.. Ielty could be obtained only when a lapse 
-of at least 15 minutes was allowed 
between the application of the drug and 
exposure to long-wave ultraviolet light 
(UVA). The duration of methoxsalen’s 
phototoxic potentiality, after its applica- 
tion to skin, varied in direct proportion to 
chemical concentration. Although a high 
chemical concentration and low dosage 
of UVA was a less time-consuming 
method of inducing phototoxicity, our 
results indicate that lower concentration 
and longer UVA exposure were less likely 
to induce undesirable blistering reac- 
n tions. 
Qs — (Arch Dermatol 112:327-332, 1976) 


<: F The use of methoxsalen and other 
c. ox psoralens originated several cen- 
. — turies ago in India and Egypt’; 
|. ` however, it was only during the past 
. three decades that they became popu- 
lar therapeutie agents in the United 
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" Factors Influencing Methoxsalen 
Phototoxicity i in Vitiliginous Skin 


States for the treatment of vitiligo 
and, more recently, psoriasis."* A 
review of the literature reveals that 
there is considerable variability not 
only in the way treatment regimens 
are carried out by different physi- 
cians, but also in the repigmentation 
responses of their patients who have 
vitiligo. Many clinicians have used 
various intervals of time between 
application of methoxsalen and subse- 
quent irradiation.***5 In fact, at least 
in one study, the investigators have 
irradiated the skin prior to application 
of the chemical and have reported 
satisfactory results. These variabili- 
ties exist because the critical factors 


involved in the treatment are not well- 


defined and are being manipulated 
according to the experience of the 
physician. 

Our studies were conducted in an 
attempt to define these factors and to 
develop a more uniform therapeutic 
technique that will give rise to more 
predietable results. In so doing, we 
decided to concentrate on the topical 
rather than on the systemic use of 
methoxsalen, since we believe that the 
important variables can be more 
easily controlled with the former type 
of use. 

Though there is some evidence 
suggesting that  pigmentary  re- 
sponses may not require the induction 
of clinical phototoxieity, there does 
appear to be a relationship between 
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the induction of a mild to moderate 
phototoxie response**' and the de- 
gree of repigmentation in vitilip. 
inous skin. Our studies were designed — 
to determine the optimum conditions 
required for this induction. Morespec- 
ifically, we wished to determine: (1) 
optimum time interval between drug 
application arid ultraviolet light 
(UVL) exposure for the induction of 
phototoxicity, (2) the dose of UVL 
required for the induction of an 
optimum phototoxic response, (3) the 
optimum concentration of methox- 

salen that should be used, and (4) the 
maximum time interval that can 
elapse between methoxsalen applica- 

tion and UVL exposure for a photo- 

toxic response still to be obtained, ie, — 
the duration of methoxsalen's photo- D 
toxie potentiality after it has been 
applied to skin. uU 



















SUBJECTS AND METHODS 
Subjects a 


Ten patients with vitiligo were chosen at © 
random from our vitiligo clinic. Nine of 
these were adults ranging in age from 24 to. 
99 years, and one was a 3-year-old child. . 
The duration of the disease ranged from: : 
two months to more than 15 years. Of the- 
adults, six were black, two were light- - 
colored South Americans, and one was m 
white. 

The eriteria for inclusion in this study 
were as follows: (1) the patient should not 
have had prior topical or systemic. trea 
ment for his vitiligo; (2) he should 1 











* 


taking or usin g either a systemic or topical 
. photosensitizer during the course of the 
Study; and (3) relatively large confluent 


areas of vitiliginous skin should be present 


on flat surfaces, such as the chest, 
abdomen, or back. 


Light Source 


Four 24-inch, 20-w black light tubes were 
mounted at 1-inch intervals in a reflecting 
bank to serve as the light source. These 
lamps emit a continuous spectrum of long- 
wave UVL (UVA) and near-visible light in 
the range of 320 to 410 nm, with peak 
energy in the long UVL range of 350 to 365 
nm. This lamp was chosen on the basis of 
existing studies that have defined the 
aetion spectrum of methoxsalen to reside 
mainly in the range of 320 to 400 nm. 
The lamp to skin target distance was 25 
em. 


Drugs 


; These were methoxsalen (8-MOP) solu- 

tions in concentrations of 1%, 0.5%, and 
0.1%. The lower concentrations of 0.5% and 
0.1% were made by diluting commercially 
available methoxsalen (1% Oxsoralen) with 
a mixture of 95% ethanol and propylene 
glycol USP (50/50-v/v). 


Observations 


These were made at 24-hour intervals for 
three days and thereafter at weekly inter- 
vals until all inflammation had subsided. 

Results were graded as follows: 0, no 
erythema, normal skin; +, erythema; + +, 
erythema and edema; +++, erythema, 
edema, and vesiculation. 


EXPERIMENTAL PROCEDURES 
AND RESULTS 
Influence of Time Interval Between 
Drug Application and Irradiation on the 
Induction of Phototoxicity.—Many clini- 


^. cians have used various intervals of 


time between application of methox- 
- salen and subsequent irradiation for 
. Studies on fphototoxicity.^*''* We 
. wished to determine the precise time 
= period that would be required to 
elapse before irradiation to obtain a 
: maximum phototoxic response. We 

reasoned. that this time interval 
should approximate one that would be 


.. required for methoxsalen to penetrate 


maximally into skin. 

Procedure,— Vitiliginous test sites were 
. divided into nine 1-em squares with the use 
of adhesive tape. With a micropipette, 0.01- 
ml aliquots of the 1% methoxsalen solution 
were delivered to eight of the test squares. 
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All sites were immediately covered with 
aluminum foil to protect against extra- 
neous exposure to room light. The first site 
was exposed immediately to ten minutes of 
black light (BL) irradiation. Thereafter, at 
15-minute intervals (ie, 15, 30, 45, 60, 75, 
and 90 minutes), one additional site was 
uncovered and exposed for ten minutes to 
BL. In each instance, the site was re- 
covered with aluminum foil immediately 
after its exposure. The eighth site did not 
receive BL irradiation and served as a drug 
control to detect nonspecific inflammation. 
The ninth square received vehicle alone 
and was exposed to ten minutes of BL to 
serve as a light control. 

Results.-In Fig 1, the results are 
recorded as the intensity of the photo- 
toxic response vs the time interval 
that elapsed between application and 
irradiation. From the figures, it is 
clear that the most intense responses 
occurred at those sites where the 
methoxsalen had been applied for a 
period of 75 or more minutes before 
exposure to BL. It should be noted 
that there is a progression of inci- 
dence and intensity of responses in 
direct proportion to increasing time 
interval up to 75 minutes. Longer 
intervals did not result in greater 
responses. None of the sites that were 
irradiated immediately after applica- 
tion developed phototoxic responses, 
and only one site showed mild erythe- 
ma after a 15-minute lapse of time. 
The control sites did not show 
evidence of inflammation. | 

Comment.—This study clearly indi- 
cates that it is necessary to allow a 
period of time to elapse between 
applieation of methoxsalen and irra- 
diation to obtain phototoxic responses. 
Responses that have been reported to 
occur following less than a 15-minute 
time lapse were most likely induced by 
inadvertent exposure to the proper 
wavelengths from artificial or natural 
light, or because of more rapid than 
normal penetration of the horny layer. 
We took extra precaution to exclude 
extraneous UVL exposure by using 
aluminum foil eoverings throughout 
this study. While it is expected that 
subjects will vary in their responses to 
the same amounts of exposure to light 
and to the same doses of methoxsalen, 
the important finding here is that a 
time lapse of approximately 60 min- 
utes is required to obtain moderate 


phototoxie responses in greater than 
50% of patients at conventional doses 
of drug and exposure to light. 

Black Light Exposure Requirements 
for Optimum Methoxsalen Phototox- 
icity (Dose-Response Relationship).— 
The results of the preceding study 
indicated that not all patients will 
respond equally to the same amount of 
exposure to light when the same dose 
of chemical has been applied. The 
amount of light exposure in the 
preceding experiment had been arbi- 
trarily chosen on the basis of previous 
clinical experience. However, since an 
important question that the clinician 
must face when initiating treatment 
is how much irradiation should he 
give, we decided to define the limits of 
this exposure by carrying out a series 
of experiments in which the dose of 
methoxsalen and the time interval 
between applieation and irradiation 
remained constant while we varied 
the amount of light exposure. 

Procedure.—Since phototoxie responses 
were induced at the majority of test sites 
in the preceding experiment when 90 
minutes had elapsed between application 
and irradiation, we decided to use this time 
lapse in this particular study. Five l-em 
squares were delineated on a vitiliginous 
area of skin, and 0.01-ml aliquots of 1% 
methoxsalen solution were applied to the 
test sites. The sites were immediately 
covered with aluminum foil as previously 
described. At 90 minutes after application, 
the squares were sequentially exposed to 
inereasing amounts of light as follows: 5, 8, 
10, 12, and 15 minutes, respectively. All test 
sites were observed at 24, 48, and 72 hours 
after exposure. 

Results.-In Fig 2, results are 
recorded as the intensity of the photo- 
toxic response vs the irradiation time. 
Reactions eould be induced in every 
subject by an exposure of 12 minutes 
to BL; however, a majority of subjects 
developed reactions after an eight- 
minute exposure. Increasing the BL 
exposure to 15 minutes produced 
severe vesiculation in six of the 
patients. 

Comment. —The results of this study 
indicate that, for the treatment of 
vitiligo, an initial starting exposure of 
approximately eight minutes to BL, at 
the energy level emitted by our 
source, would be ideal when topically 
applied methoxsalen is used at a 1% 
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-concentration and a period of 90 
E minutes is allowed to elapse between 
BEDS. application and irradiation. Longer 
. exposures may result in undesirable 









 blistering responses. 
. Influence of Drug Concentration on 
_ Methoxsalen Phototoxic Response.—In- 
.ereasing the UVL dosage as little as 
. 25% produces a marked increase in the 
severity of a phototoxie response 
when methoxsalen is used at a 1% 
/.. .eoncentration and a low-energy UVA 
source i is employed. A posttherapeutic 
. exposure to extraneous light may 
- similarly induce an undesirable effect. 
In an attempt to minimize this poten- 
i hazard of treatment, and not to 
a modify the existing light source, we 
"decided to evaluate the effects of 
lower concentrations of methoxsalen. 
7 Procedure.-Nine l-em Squares were 
Ns delineated on vitiliginous areas as pre- 
is `- viously described, and 0.01-ml aliquots of 
— 531595 0.5%, and 0.1% methoxsalen solution 
i Y were Applied to sets of three squares, 
respectively. The test sites were immedi- 














| 35 and 20 minutes of BL irradiation. 


| Observations were recorded at 24, 48, and - 


12 hours after exposure. 

Results. —Responses of five patients 
are shown in Table 1. The maximum 
phototoxie response with all three 
concentrations was seen at 72 hours 
after irradiation. With the 0.1% 
methoxsalen solution, increasing the 

<- —UVL exposure as much as 100% 
a pridueed no severe reactions in any of 







ate. ^ 20 n minutes of UVL 
xposure. With 0.5% methoxsalen so- 
on, two patients developed vesicu- 
lation when UVL exposure was 
— increased from 10 to 15 minutes, and 
all five developed vesiculation when 
_ the exposure was further increased to 
20 minutes. With 1% methoxsalen 
solution, all five patients developed 
vesieulation at 15-minute exposure 
sites. | 
Comment.—The use of 0.1% methox- 
o. salen minimizes the likelihood of 
.;. inducing undesirable phototoxic 
responses. 
Duration of Methoxsalen’s Phototom- 
otentiality After Application to 
A very practical question that 
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„ately. covered with aluminum foil At 90. 
"s . minutes after application, one of each set 
of squares was exposed, respectively, to 10, — 
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Fig 1.—Top, Results at 24 hours postirradiation showing intensity of phototoxie - d 
response in ten patients exposed to ten minutes of BL at varying postapplication | 
intervals. Center, Results at 48 hours postirradiation. Bottom, Results at 72 hours m: 
postirradiation. Each dot represents one patient. See text for grading scale of | 
responses. 
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Fig 2:—Top, Results at 24 hours postirradiation showing: intensity of phototoxic 
response in ten patients at 90-minute postapplication interval, with increasing 
lengths of BL exposure. Center, Results at 48 hours postirradiation. Bottom, 
Results at 72 hours postirradiation. Each dot represents one patient. See text for 
grading scale of responses. 
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may be raised by the clinician is, how 
long must the patient avoid exposure 
to extraneous light to avoid added 
phototoxicity after methoxsalen pho- 
tochemotherapy? To our knowledge, 
the duration of methoxsalen's photo- 
toxie potentiality has not been fully 
defined. This experiment was de- 
signed to determine the maximum 
time period that can elapse between 
the applieation of the drug and irra- 
diation for a phototoxic response still 
to be obtained. 

Procedure.—Three rows of six 1-cm 
squares were delineated on vitiliginous 
areas as previously described, and 0.01-ml 
aliquots of 1%, 0.5%, and 0.1% methoxsalen 
solution were delivered to the sets of six 
squares, respectively. The test sites were 
immediately covered with aluminum foil. 
The first square in each row was exposed 
for ten minutes to BL at a one-hour postap- 
plication interval. Other sites subsequently 
were exposed, respectively, at 1, 1.5, 3, 6, 12, 
and 24 hours postapplication. 

Results.—Responses of three pa- 
tients are shown in Table 2. As in 
previous experiments, the maximum 
response was seen at 72 hours postir- 
radiation. With 1% methoxsalen solu- 
tion, erythematous responses could be 
elicited in all three patients when BL 
exposure occurred 24 hours after 
application. With 0.5% methoxsalen 
solution, phototoxicity could be elic- 
ited at 12 hours postapplication, but 
not at 24 hours after it. The 0.1% 
methoxsalen solution produced only a 
mild response at the three-hour post- 
applieation interval in two patients 
and at the 14-hour postapplication 
interval in the third patient. 


Comment.—In this limited study of * 


three patients, the phototoxie poten- 
tial of 1% methoxsalen is demon- 
strated at least for 24 hours. With the 
use of low concentrations of 0.5% and 
0.1%, the duration of phototoxie poten- 
tiality of methoxsalen is much re- 
duced. This study can serve as a guide- 


line to the clinician for instructing the i 


patient to avoid further exposure to 


sunlight or. to. intense artificial UVL 
based on the concentration of the 
methoxsalen solution he has: used. A 
word of caution regarding these 
results is in order, since different clin- 
icians use different lamp sources and 
apply varying amounts of methox- 
salen solution to the skin. Larger 
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Table 1.—Influence of Drug Concentration on Intensity of Phototoxic Response 


Hours Postirradiationt 


M —————————————— —À 
Expo- 24 48 72 
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* Black light exposure at 90-minute postapplication interval. 
f Grading scale of responses follows: 0, no erythema, normal skin; +, erythema; ++, 
erythema and edema; +++, erythema, edema, and vesiculation. 






Table 2.—Duration of Methoxsalen’s Phototoxoic 
Potentiality After Application to Skin* 






Hours Postirradiationt 











































Postap- 
plication 24 i 48 72 
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* Length of black light exposure is ten minutes. 


+See Table 1, dagger footnote, for grading scale of responses. 


doses of light and greater amounts of FINAL REMARKS 
chemical per unit area may increase 
the severity of responses. Our clinical 
experience indicates that use of a 
single thin film of the chemical 
^  . applied with a cotton swab over a 
^: large area and of a lamp similar to one 


Even a casual review of the litera- 
ture will quickly reveal that there is 
considerable variability in the meth- 
ods that have and are being used for 
the treatment of vitiligo. The most 
previously described will yield similar common of these all employ methox- 
sults to those we experimentally ^ salen and UVL in some form. We 
ned. — chose to study phototoxicity in rela- 
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tion to only the topical use of methox: 
salen. eo 
Our major concern in this inv vestiga- l 
tion was to determine to what extent 
variations in the topical use would 
affect the end response, ie, phototox- - 
icity, the latter being regarded as a. 
prerequisite to the effectiveness of. 
the agent in the treatment of nener 
and psoriasis. | 
The action spectrums of methox- 
salen have been shown to lie between 
320 and 410 nm.“ Despite this find- 
ing, many clinicians still use the hot- 
quartz lamp, whieh emits a linea 
Spectrum of radiation that includes 
ultraviolet rays in the sunburn range: 
Thus, the erythema produced may not 
represent a true psoralen phototoxie 
response, especially since exposure to^ 
such a source must be of short dura- ..- 
tion and the amount of UVA emitted 2 7 
may be insufficient to cause other ^. 
than the mildest psoralen phototoxie . 
response. E 
To our knowledge, since no detailed. > 
studies have previously been con- .. 
ducted to determine the optimum = 
time period that must elapse between 
applieation of methoxsalen and expo- 
sure to UVL in order to obtain an . 
ideal phototoxic response, this was our) 
first objective. Our studies revealed 
that only mild to moderate phototoxie “< 
responses are obtained when expo- 
sures to UVL are carried out at. 
postapplication intervals less than 45 
minutes. This finding is inconsistent e 
with that of previous published. = 
reports in which much shorter interval 
requirements were noted, 530s The 
phototoxie responses in such cases ^ . 
were not only due to UVA exposure 
but also to other factors, such as 
concomitant sunburn inflammation : 
and subsequent inadvertent addition- .- 
al exposure to UVA radiation. P 
Another important question that _ 
clinicians face when initiating treat- - 
ment of the vitiligo patient is what. - 
should be the initial dose or length of — 
exposure. We recognized that the ` 
answer to this question depends on -> 
two important factors: the light 
source and the concentration of meth- 
oxsalen employed. Our source, which 
emits 1.15 milliwatts/sq em of energy. 
in the UVA range, was used at a fixed 
distance of 10 inches. When | nee 
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RATS postappliéation interval was kept con- 


S stant (90 minutes) after methoxsalen 


solution applieation, we found that a 
moderate phototoxic response could be 
obtained within a "reasonable" period 
of time (eight minutes) Naturally, 


<> this exposure time will vary according 
=> to the type of light source employed. 


We recommend that, prior to initiat- 


2" ing therapy over a large area of skin, 


the physician outline three to four 1- 


^ . sq em sites and give increasing expo- 


sure times to determine the optimum 
amount of light exposure to be given 
at a fixed postapplication time inter- 
val. Our observations have revealed 
that this dose will not vary by more 
than 25% regardless of the race of the 
individual or the region of the body 
being treated. 

— -With the use of 1% methoxsalen 
—. solution in our experiments, we were 
.. alerted to the finding that increasing 


| : : ` the exposure time as little as 25% and / 
~ or correspondingly decreasing the tar- 


-. get distance, which would increase 
energy, would result in a marked 
. inerease in the intensity of the photo- 
toxic response. We realized that this 
would be disadvantageous in a clinical 
setting, where treatment of multiple 
areas of the body that may be located 
at different target distances may be 
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done simultaneously and exposure 
times may not be adhered to as 
accurately as they were in our experi- 
ments. Observations revealed that 
0.1% methoxsalen solution would be 
the best concentration to be employed 
in a-clinical setting. With this concen- 
tration, it was possible to achieve a 
good phototoxic response within a 
reasonable time of exposure and yet 
avoid serious reactions. We also found 
this eoncentration to be advantageous 
when overlapping exposures could not 
be avoided in a clinical setting. 

A most important observation that 
has important clinical implications 
was that the phototoxicity reached its 
peak at 72 hours postirradiation. 
Based on this observation, it should be 
emphasized that the patient should 
not be treated daily if accumulation of 
phototoxic responses is to be avoided. 
Treatment should not be carried out 
more often than every third day so 
that previous phototoxic injury can be 
evaluated. 

Skin treated topically with methox- 
salen solution and UVA has been said 
to remain vulnerable to additional 
photosensitization for many hours 
after treatment. Unintentional expo- 
sure to solar radiation subsequent to 
treatment may therefore produce un- 
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tives of our experimentation in this 
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bility persisted for a period of at least 
24 hours. With lesser concentrations, 
ie, 0.5% and 0.1%, of methoxsalen solu- 
tions, duration of susceptibility was 
correspondingly decreased. Our re- 
sults differed from what one would 
expect based on previous reports. 
Perhaps, at the high concentration of 
1%, a surface reservoir of drug 
eontinues to leak fresh methoxsalen 
into the skin over the 24-hour period, 
whereas lower concentrations do not 
provide such a reservoir and the drug 
quickly passes through the skin or is 
all photoactivated (bound). 

Based on these findings, it again 
becomes clear that a lower concentra- 
tion (0.1%) of methoxsalen solution is 
more desirable for clinical application 
in the treatment of dermatologic 
disorders, such as vitiligo and psoria- 
sis. 
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Role of Microorganisms in Dandruff 


James J. Leyden, MD; Kenneth J. McGinley; Albert M. Kligman, MD, PhD 


-... e The role of microorganisms in dan- 
gruff was studied, by suppressing individ- 
ually and then collectively the three major 
ui |. components of the scalp microflora. The 
i: efect- on dandruff was assessed subjec- 


tively by clinical grading and objectively 


by the corneocyte count. No effect on 
dandruff was demonstrated when scalp 


organisms were suppressed. In the sec- 
ond group of experiments, dandruff was 
suppressed by selenium sulfide sham- 


pooing and the effect of continued sup- 


.pression of Pityrosporum with topically 


applied amphotericin was measured. Ac- 
cording to our criteria, dandruff returned 
to pretreatment levels, despite continued 
suppression of Pityrosporum. The studies 
demonstrate that the increased number of 
scalp microorganisms found in dandruff 
occurs as a secondary event to increased 
nutrients and that scalp organisms play 
no primary role in the pathogenesis of 
dandruft. 
(Arch Dermatol 112:333-338, 1976) 


r r the idea that microorganisms, in 
general, and Pityrosporum ovale, 





es in particular, incite or contribute to 








the production of dandruff is ancient. 


A hundred years ago, Malassez impli- 
cated the yeast Pityrosporum, a view 
later endorsed by Sabouraud? and 
currently held by many. The strength 
of the idea purportedly derives from 


differences that have been found in 


the microflora of scalps with dan- 
druff. Many early investigations 
along this line are of limited value to- 
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day because the classification of both 
the mieroorganisms and the scaling 
disorders has greatly changed. We 
shall merely mention works that were 
substantial enough to have come to 
general attention. 

MacKee et al found coagulase-neg- 
ative cocci and  Propinibacterium 
acnes in nearly every subject, regard- 
less of the presence or absence of dan- 
druff.^* Nearly all subjects with dan- 
druff harbored the yeast Pityrosporum 
compared to 70% of those without 
dandruff. In contrast, Martin-Scott® 
and Roberts* found no difference in 
the recovery rate of Pi ovale. In a re- 
cent comprehensive study, Roia and 
Vanderwyck reported very different 
findings.’ They recovered 224 “resi- 
dent” isolates, including 30 yeasts, 
143 molds, 44 bacteria, and eight ac- 
tinomycetes from scalps with dan- 
druff. They recovered bacterial spe- 
cies in only 25% of those free of 
dandruff and in only 57% of those 
with dandruff. Bacillus subtilis was 
the most frequently isolated bacte- 
rium. Pityrosporum was found in 
96.4% of those with dandruff and in 
75% of those without. 

Recently, we conducted a survey of 
over 100 subjects with and without 
dandruff in which quantitative tech- 
niques were used. The following orga- 
nisms were constantly found without 
regard to the presence or absence of 
dandruff*: (1) Pityrosporum, mainly 
Pi ovale; (2) aerobic coagulase-nega- 
tive cocci (mainly S2); and (8) Pr 
acnes. These comprise the resident 
microflora of the scalp. The quantity 
of Pi avale in subjects with dandruff 


was almost twice that found in sub- = 
jects free of dandruff (900,000 orga- — 


nisms/sq em, compared to 500,000/sq i 


cm); Pi ovale comprised 74% of the to- 
tal scalp microflora in subjects with 
dandruff and only 46% in subjects 
without dandruff. These results sug- 
gest that Pi ovale has a causative role, 
No quantitative or qualitative differ- 
ence for the coagulase-negative cocci 
was found in the two groups. How- 
ever, the anaerobic diphtheroid Pr- 
acnes was significantly decreased in 
scalps with dandruff.’ 

More dynamic studies of the role of — 
microorganisms involved appraisal of 
clinical improvement after suppres- 
sion of yeasts and bacteria. Vander- 
wyk and Roia, for example, treated ` 
the scalp three times daily for 28 days 
with a mixture of neomycin and 
nystatin.* Dandruff was quantified by 
weighing scales, which were removed 
three times a week by vacuuming the 
scalp. The quantity of bacteria per 


miligram of scurf was then deter- Ez n 


mined. After three weeks of treat- 


ment, scaling was noticeably de- E 


creased, implicating a microbial — 
factor in pathogenesis. Dandruff 
returned three weeks after dis- — 
continuance of this broad-spectrum ` 
antimicrobial regimen. Vanderwyk 
and Hechemy conducted a series of . 
complicated experiments in which . 
various regimens were compared on . 
opposite sides of the scalp." A mix- | 
ture of tetracycline and nystatin was ` 
applied three times daily to one side ` 
of the sealp for 66 days, while the 
other side was treated first with a 
mixture of tetracycline and Pi ovale 
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~ suşpensioñ. and subsequently with 
^ topically applied nystatin and a sus- 
^. pension of scalp bacteria. They re- 


ported that the tetracycline-nystatin 


-© eombination resulted in a 30% reduc- 


tion in dandruff after 26 days of 
- treatment. On the opposite side, dan- 





=> druff increased by 9%, evidently be- 
— . cause Pityrosporum flourished while 


the bacteria were suppressed. The fi- 


>o nal treatment of one side with the 


tetracycline-nystatin combination re- 
sulted in a 52% reduction in seurf, 
while the opposite side, which was 
now treated with nystatin and added 


: .* sealp bacteria, showed a 17% reduc- 


tion in scurf weight. They concluded 
that Pi ovale was more important in 


D . the pathogenesis of dandruff than bac- 
^. teria. Gosse and Vanderwyk treated 


11 subjects with dandruff with a topi- 
eally applied neomycin-nystatin com- 
bination for 105 days and showed a 
63% reduction in scurf weight." They 
then applied a nystatin-resistant 
strain of Pi ovale, along with the neo- 
 mycin-nystatin mixture, for three 
weeks. This treatment resulted in an 
average increase of 88% in dandruff 
over a 45-day period, again strongly 
ineulpating Pi ovale as a pathogen. 

Further evidence for a causative 
role for Pi ovale is found in the ani- 
mal model of Troller.” The combina- 
tion of an artificial sebum and Pi 
ovale produced a scaling, dandruff- 
like syndrome in guinea pigs, while Pi 
ovale alone and other organisms, such 
as Staphylococcus epidermidis an Pr 
acnes, did not produce scaling, even in 
the presence of sebum. 

Evidence exonerating microorga- 
nisms has been proferred by Acker- 
man and Kligman.^ Of 15 dandruff 
subjects who were treated with 1% 
.. neomycin for 20 days, none showed a 
decrease in scaling, despite a 97% re- 
duction in the total aerobic flora. In 
another 20 subjects, a 3% amphoteri- 
cin B lotion sharply reduced the num- 
ber of Pityrosporum without affect- 
ing the amount of dandruff. 
^ As it now stands, the literature is 

both eonflieting and confusing. The 
concept that microorganisms, partic- 
ularly Pityrosporum, are involved in 
the pathogenesis of dandruff is so en- 
trenched that screening for potential 
antidandruff agents is often based on 
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an in vitro antimicrobial assay." 

Some of the disagreement probably 
ean be traced to the lack of reliable 
methods for quantifying the amount 
of scales. In our experience, vacu- 
uming gives very inconsistent results 
because it removes a variable amount 
of seales. We have developed a proce- 
dure (the detergent scrub) for sam- 
pling the desquamating portion of 
the horny layer (corneum), enabling a 
determination of the quantity of cells 
produced per unit of time. This mea- 
surement, known as the corneocyte 
count, correlates with clinical grading 
and is a reliable tool for evaluating 
the efficacy of antidandruff agents.” 
The detergent-scrub technique also 
serves to quantify microorganisms 
living on the scalp surface and the 
follicular openings. Our objective was 
to assess the role of microorganisms 
in the causation of dandruff by sup- 
pressing the resident organisms one 
at a time and finally all together. 


SUBJECTS AND METHODS 
Subjects 


Healthy volunteers with grade 5 or 


greater dandruff according to our pub- 


lished eriteria were studied. Subjects 
with any evidence of atopic or seborrheic 
dermatitis, ichthyosis, or any other derma- 
toses were not included in this study. 
Grading involves an estimate of the 
amount of scaling present four days after 
washing with a bland shampoo. Subjects 
were graded on a 0 to 10 scale. This system 
is arbitrary, but an experienced observer 
can achieve reproducible values. Subjects 
rarely are graded greater than 7 or less 
than 1. The reason for the range of 0 to 10 
is to allow for all possibilities. The descrip- 
tive equivalents of the various grades are 
as follows: grades 1 and 2 represent min- 
iseular scaling; grade 3, slight scaling; 
grade 4, mild dandruff; grade 5, moderate 
dandruff; grade 6, severe dandruff. In one 
survey,” 18% of our subjects were graded 
4, 13% were grade 5, and grades 6 and 7 ac- 
counted for less than 5%. Another 18% 
were classified as grade 1. Grades 2 and 3 
were the most common (about 23%). For at 
least one month prior to the study, no anti- 
dandruff agent had been used. 


Sampling 


The detergent-scrub method entails two 
1 minute scrubs with 1 ml of tyloxapol 
(Triton-X-100) in a 3.8-sq-cm area delin- 
eated by a sterile glass cylinder. The col- 
lections were pooled, and the corneocytes, 


bacteria, and yeasts were quantified as de- 
scribed in previous works.*" 


Statistics 


Clinical grades were calculated arithmet- 
ieally. Corneocytes and microorganisms, 
however, are log-normally distributed. 
Values were transformed into logarithms 
per square centimeter and significance was 
assessed according to the Student ¢ test. 


Corneocyte Count 


An aliquot of the detergent-scrub sam- 
ples was diluted, usually 1:10, in 0.05% 
tyloxapol, two drops of 2% crystal violet 
was added, the suspension was agitated, 
and the cells were counted in a Fuchs- 
Rosenthal hemocytometer.* 


Bacteriological Methods 


For counting, tenfold dilutions to 10-* 
were made and 0.025 ml dropped onto the 
following solid media from a 0.2-ml bacte- 
riological pipette: 

(1) Trypticase soy agar with 0.5% yeast 
extract added, which is a general medium 
for aerobic organisms. | 

(2) Trypticase soy agar with lecithin 
and polysorbate 80 (Tween 80) to enhance 
the growth of lipophilic diphtheroids. 

(3) Littman-Oxgall agar for the growth 
of yeasts. 

(4) Casein, yeast, lactate, glucose agar 
(two drops of .05 ml each)-Marshal and 
Kelsey agar for anaerobic growth of Pr 
acnes. Pigment formation is enhanced on 
this medium and identification of orga- 
nisms is facilitated. 

Pityrosporum 

Since Pityrosporum cannot be quantita- 
tively recovered by culture, direct cell 
counts were made. A volume of 0.2 ml of 
the serub sample was pipetted onto a 9-mm 
cireular cover slip on a cork support. After 
dyeing triple-strength Giemsa stain was 
added for one hour, the cover slips were 
then rinsed in distilled water, dried, and 
mounted. Yeast cells were counted under 
oil immersion using an eyepiece grid.* 


EXPERIMENTAL STUDIES 
Experiment 1 


In our earlier study, we found nei- 
ther qualitative nor quantitative dif- 
ferences in the aerobic flora of per- 
sons with and without dandruff. On 
the other hand, Vanderwyk and Roia 
recovered aerobes twice as often from 
dandruff sealps? They suggest that 
these organisms play an important 
role in the pathogenesis of dandruff.’ 
The aim in this experiment was to de- 
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Fig. 1.—Comparison of findings after suppression of aerobic flora, Pr acnes, and Pityrosporum, either separately or simultaneously. € 
“Symbols are as follows: solid circles, corneocytes; closed circles, grades; X, Pityrosporum; closed triangles, Pr acnes; open triangles, 


aerobes. 


termine whether suppression of aero- 
bic baeteria would alter dandruff. 


Method 


One percent neomycin sulfate solution 
was liberally rubbed into the scalp of six 
subjects with dandruff twice daily for four 
weeks, Clinical grading, corneocyte counts, 

R and quantitative microbiology were done 
y. -. at zero, two, and four weeks. 





Results 


- ^ "Neomycin had suppressed substan- 
. tially the aerobe bacterial flora by 
two weeks; the aerobic flora levels re- 
mained very low for the final two 
weeks (Fig 1, Table 1). Neither the 
corneocyte count nor the clinical 
grade changed. 


Comment 


Virtual elimination of the aerobic 
—- fora did not affect the dandruff pro- 
-....,€ess, even though the therapy was 
continued for one month to allow for 
sible "lag" between the anti- 
ial effect and subsidence of 
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Experiment 2 

Our previous study showed that 
subjects with dandruff harbored 
fewer Pr acnes. Although this follicu- 
lar anaerobic inhabitant did not seem 
to be a likely candidate for a patho- 
genic role, we deemed it worthwhile 
to examine the effects of the suppres- 
sion of Pr acnes by an orally adminis- 
tered antibiotic. 


Method 


Six subjects with grade 5 dandruff re- 
ceived 600 mg of demeclocycline hydrochlo- 
ride (Declomycin) (300 mg twice daily) for 
four weeks. A bland shampoo was used 
twice weekly during this time, EN 


Results 
Propinibacterium acnes had been 
strongly suppressed by four weeks. 
No change occurred in the clinical 


grades or corneocyte counts (Table 1, 
Fig 1). 


Comment 


Suppression of Pr acnes did not af- 
fect the dandruff process. 


grade (Table 1, Fig 1). x 


| Experiment 3 

In our studies, the density of Pi ova- — 
le was almost twice as abundant on © 
scalps with dandruff as that found on 
nondandruff subjects.” The question is. 
whether this was a primary or see o 
ondary event. Increased sealing could — 
furnish more living space and nutri- = 
ents and provide a stimulus for Pi 
ovale growth. | NC 

Method Ree 

Five subjects with grade 5 dandruff |. 
were treated twice daily for four weeks -= 
with a suspension of 0.25% amphotericin B — 
in water. A bland shampoo was used twice. ^^ 
weekly to prevent accumulation of debris. . P im 











Results 


Despite a great reduction of Pi » ; 
ovale, no change occurred in either - 
the corneocyte count or the clinieal - 


Comment 


This study confirmed the earlie r 
preliminary estimate of Acke 
and Kligman" that suppressio 








Agents 


$ | Subjects 
|]  t9& Neomycin, topically 6 
|] applied 
Demeclocycline, 600 mg, 6 
given orally 
| * 0.25% Amphotericin B, 5 
topically applied 
Neomycin, demeclocy- 6 
cline, amphotericin B, 
combined l 


* Geometric mean per square centimeter. 


rae " mE Table 1.—Effect of Antimicrobial Therapy on Dandruff 


Week Grade Corneocyte* Pityrosporum*t Aerobes "t Pr acnes*1 
0 5.2 979,500 88,000. 
2 4.8 1,057,000 4,100 
4 5.0 881,000 16,1100 — 
0 5.5 941,900 980,000 
2 5.0 811,000 404,700 
4 5.0 863,000 88,200 
0 5.2 861,000 1,437,000 
2 5.0 | 845,000 86,200 
4 5.0 916,200 1,400 
0 5.5 1,021,000 1,270,000 © 674,200 828,700 
2 5.2 1,120,000 22,900 89,700 446,700 
4 5.3 14,000 149,700 .. 52,200 


1,103,000 


+ Boldface values are significantly different from day zero (P <.05). 










Experiment Measure 
Nonmedicated shampoo Grade 
(5 subjects) Yeast” 









| Corneocyte" 
Nonmedicated shampoo, Grade 
three weeks; Yeast" 
Amphotericin B, six -— es 
weeks (6 subjects) S PINGORNS 
Selenium sulfide, six Grade 
weeks (6 subjects) Yeast* 
Nonmedicated shampoo, : * 
six weeks (6 subjects) Corneocyte 
Selenium sulfide, three Grade 





weeks, 
Amphotericin B, six 
weeks (6 subjects) 


Yeast" 
Corneocyte* 













* Results are expressed as the geometric mean density per sq. cm. 









Table 2.—Effect of Various Therapies on Yeast and Corneocyte Levels 


Weeks 


VÀ M M —  ————————————————. 
0 1f 2t 3T 5t 7? 9t 

52 2 — 4.6 4.8 5.0. 5.0 5.0 5.2 

1,081,000 735,100 745,900 637,800 778,300 767,500 843,200 
















959,400 744,700 937,600 895,400 909,000 1,000,000 959,400 
52 4.8 4.6 4.8 5.2 - 5.0 5.0 
883,100 786,000 786,300 803,600 8,800 156 356 
1,076,000 981,200 835,600 855,100 875,000 855,100 937,600 
| 5.2 4.3 3.7 3.3 3.8 4.3 4.8 
981,900 247 — 391 36 9,800 471,300 893,500 
1,076,000 564,900 448,700 332,700 490,300 663,700 1,153,000 
5.5 4.7 4.0 3.2 - 42 4.5 5.0 
1,048,000 21,600 245 | 45 | 76 210 — 270 
1,340,000 438,500 340,400 480,800 895,000 1,153,000 


798,000 


t Boldface values are significantly different from day zero (P <.05). 


ovale does not influence dandruff. 
Suppression of this yeast occurred 
promptly, and four weeks provided 


== sufficient time to overcome any lag 


period. 


Experiment 4 











Vanderwyk and Roia* believe Pi 
ovale to be of prime importance in 
dandruff, but their results also impli- 
eate scalp bacteria. Therefore, we 
. eontrived to determine the effect of 
- suppressing simultaneously the resi- 
dent aerobic and anaerobic bacterial 
flora and Pi ovale. — 


Method 


Six grade 5 dandruff subjects received 
300 mg of demeclocycline orally twice daily 
and a topically applied combination of 
0.25% amphotericin B and 1% neomycin 
sulfate in water twice daily for a period of 
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four weeks. Clinical grading, corneocyte 
counts, and determination of Pr acnes, 
yeasts, and aerobes were done at zero, two, 
and four weeks. 


Results 


There was a sharp reduction in all 
scalp organism levels, without re- 
placement by resistant bacteria. 
Nonetheless, sealing did not decrease 
and the corneocyte counts did not fall. 


Comment 


These findings indicate that Pi 
ovale and other scalp organisms do 
not act in concert to produce dan- 
druff. 


Experiment 5 


In this study, there was a longer 
period of suppression of Pi ovale to al- 
low for the possibility of a long lag 
period. 












Method 


Eleven subjects with grade 5 or more 
dandruff were shampooed twice weekly 
with a bland shampoo (Druco) for three 
weeks. Five were maintained on this 
regimen for the next six weeks. The other 
six were treated with an aqueous suspen- 
sion of 0.25% amphotericin B daily for six 
weeks with twiee weekly bland shampoo- 
ing. Clinical grading, corneocyte counts, 
and Pityrosporum counts were done at 
zero, one, two, three, five, seven, and nine 
weeks. 


Results 


The twice weekly use of a bland 
shampoo produced no change in ei- 
ther the clinical grades, yeast, or 
corneocyte counts during the nine- 
week period (Table 2, Fig 2). The six 
subjects who received topical appli- 
cations of amphotericin B showed a 
highly significant reduction of Pit- 
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a 


E 









yrosporum (P < .05) but no change in 
the clinical grade or corneocyte count. 


Comment 


Suppression of Pi ovale for six 
weeks had no effect on the clinical 
grade or corneocyte count. In addi- 
tion, twice weekly washing with a 
nonmedicated shampoo did not affect 
any of the measurements. 


Experiment 6 


First, dandruff was eliminated by 
an appropriate treatment. There- 


^. - . after, treatment was stopped, while 
¿oo amphotericin B was applied to keep 
Pi. ovale suppressed. The question 
cocho was would dandruff return in the 


usual time in the absence of yeasts? 


Method 


. Twelve subjects with grade 5 dandruff or 
higher were shampooed twice weekly for 
three weeks with selenium sulfide shampoo 
(Selsun Suspension). Thereafter, six were 
treated daily with 0.25% aqueous suspen- 
sion of amphotericin B for six weeks. Dur- 
ving this time, the scalp was washed twice 
weekly with a nonmedicated shampoo 
(Drueo.) The other six were similarly 
shampooed twice weekly but received no 
amphotericin treatment. Clinieal grades, 
corneocyte counts, and  Pityrosporum 


counts were obtained at zero, one, two, 


three, five, seven, and nine weeks. 
Results 


In all 12 subjects, the selenium sul- 
fide shampoo produced a great de- 
crease in the corneocyte and Pit- 
yrosporum counts, accompanied by no- 
 ticeable clinical improvement (Table 
2, Fig 2). In the six who thereafter re- 
ceived amphotericin, Pi ovale re- 
mained at very low levels; nonethe- 
less, the corneocyte counts and 
clinical grades slowly returned to pre- 
study levels in four to six weeks. In 
the six who received only bland sham- 
poo, after three weeks of selenium 
sulfide, the pattern of return was the 
same. The Pi ovale count gradually 
returned to the original level, but the 
rate of return was slower than the re- 
turn to the original corneocyte count 
level. 


Comment 


- After elimination of the scaling 


: ind yeast with selenium sulfide, con- 
tinuous suppression of Pi ovale did 





rx © Arch Dermatol—Voi 112, March 1976 


"o* 


Nonmedicated Shampoo 


% Recovery 
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Amphotericin B 








Amphotericin B 





Weeks 


Fig 2.—Graphs at left compare prolonged treatment with bland, nonmedicated shampoo 
(upper left) with three weeks of bland shampooing followed by continued suppression of 
Pityrosporum (lower left). At right, result of suppressing dandruff with selenium sulfide 
(upper right) is compared to same therapy followed by continued suppression of Pit- 
yrosporum. Closed circles indicate grades; open circles, corneocytes; X, Pityrosporum. 


not prevent the return of dandruff. 
The yeast was kept at extremely low 
levels for six weeks, yet the cor- 
neocyte count and clinical grade level 
rose steadily. The same pattern was 
observed in the control group in 
whom the yeasts were not kept sup- 
pressed. The rate of relapse of dan- 
druff was not influenced by the pres- 
ence or absence of Pi ovale. 


FINAL COMMENT 


To our knowledge, this is the first 
study in which the relationship be- 
tween microorganisms and dandruff 
has been systematically investigated 
with quantitative techniques. The 
evidence inculpates neither any par- 
ticular organism nor any combination 
of organisms in the production of 
dandruff. In dandruff, there is no 


change in the composition of the mi- 


croflora; the only noteworthy differ- j 


ence is a greater quantity of Pi ovale, - 
It is no longer possible to seriously 


consider a causative role for this or- > 
ganism. The 100-year reign of Pi ov- = 


ale over other theories of pathogen- ` 


esis can be rejected on the following . 
evidence: (1) elimination of yeasts by __ 
a topically applied antibiotic did not = 
ameliorate the dandruff; and (2) after ` 
the dandruff was brought under con- 
trol, a relapse occurred at the same 
rate whether or not the yeasts were 
suppressed. We conclude that Pit- _ 


yrosporwm increases as a result of the 
scaling process. An abundance of. 
scales greatly increases the surface- 
on which these aerobes live and en-. 
hances the supply of nutrients. — . 
The fact that effective anti 
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dandruff agents are strongly inhib- 
itory for Pi ovale is often put forward 
as evidence for a pathogenie role. The 
correlation is incidental. Such agents | 
decrease the multiplieation of epider- 
mal germinative cells and thus lower 
the rate at which horny cells are pro- 
duced. In short, effective agents are 
cytostatic, They slow down epidermal 
proliferative activity: This has been 
clearly demonstrated for selenium 
sulfide, which sharply inhibits the up- 


take of radioactively labeled thymi- 
^" dine by basal cells.'^ We have found 


. that topically applied corticosteroids 
are highly effective for the same rea- 


P H son (unpublished observations). Corti- 


costeroids completely lack antimicro- 
bial activity. 

.. It seems reasonable to suppose that 
-substances that suppress the repro- 
ductive activity of mammalian epi- 
thelia might also be inhibitory to 
-many other types of cells, including 


microorganisms. The curtailment of 
=> growth of Pi ovale would then be 
- eoincidental. 


Antidandruff efficacy 
and antimicrobial activity do not al- 


^ ways parallel each other. Tenenbaum 


X. and Opdyke point out that time-hon- 
:- ored antidandruff agents, such as tar, 


D - sulfur, and salicyelic acid, show only 
> feeble activity against Pi ovale." 


Finally, the findings presented here 


C. - are concordant with our conception of 
the nature of dandruff." Dandruff is 








¿not a disease; it is merely an intensi- 
fication of the physiologic process of 
 desquamation. It has no cause other 
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than inherited or constitutional fac- 
tors that determine where an individ- 
ual is placed on the distribution curve. 
In this respect, it is like other cu- 
taneous physical attributes that are 
distributed on a continuum, viz, se- 
borrhea, hypertrichosis, and pigmen- 
tation. All these, of course, ean be in- 
fluenced by exogenous forces, but 
they are inherent at birth. Microbial 
factors, and particularly Pi ovale, ean 
be eliminated as exogenous factors in 
the pathogenesis of dandruff. Accord- 
ingly, we view Trollers guinea pig 
model'? with considerable skepticism. 
He merely induced an irritant reac- 
tion via the lipolytic activity of Pi ov- 
ale. Inflammatory reactions are inva- 
riably followed by scaling, which is a 
nonspecific response. The incitement 
of sealing by chemical and physical 
insults to animal skin has little corre- 
spondence to the natural process of 
enhanced scaling in dandruff. 


Ferdinand J. Huber, Jr, provided clinieal as- 
sistance and Sandy Goldberg provided technical 
assistance. 


Nonproprietary Names and 
Trademarks of Drugs 


Amphotericin B—Fungizone. 
Neomycin—Mycifradin Sulfate, Myciguent. 
Nystatin—Mycostatin, Nilstat. 
Tetracycline—Achromycin, Panmyein, 
Panmycin KM, Sumycin, Tetracyn. 


References 


1. Malassez L: Note sur la champignon de la 
pilade. Arch Physiol Norm Pathol 1:203, 1874. 


2. Sabaroud R: Maladies 
thesis. Paris, 1904. 

3. MacKee GM, Lewis GM, Pinkerton EM, 
Hopper ME: Dandruff and seborrhea 1. Flora of 
"normal" and diseased scalps, J Invest Dermatol 
1:131-139, 1938. 

4. MacKee GM, Lewis GM, Pinkerton EM, et 
al: Dandruff and seborrhea: I, Flora of face and 
further studies on the scalp. J Invest: Dermatol 
2:31-41, 1939. 

5. Martin-Scott E The Pityrosporum ovale. Br 
J Dermatol 64:251-213, 1952. 

6. Roberts SOB: Pityrosporum orbiculare: In- 
eidence and distribution in clinically normal skin. 
Br J Dermatol 81:264-269, 1969. 

7. Roia FC, Vanderwyk RW: Resident micro- 
bial flora of the human scalp and its relationship 
to dandruff. J Soc Cos Chem 20:113-134, 1969. 

8. McGinley KJ, Leyden JJ, Marples RR, 
Kligman AM: Quantitative microbiclogy of the 
scalp in non-dandruff, dandruff and seborrheic 
dermatitis. J Invest Dermatol 64:401-405, 1975. 

9. Vanderwyk RW, Roia FC: The relationship 
between dandruff and the microbial flora of the 
human scalp. J Soe Cos Chem 157161-768, 1964. 

10. Vanderwyk RW, Hechemy KE: A compari- 
son of the bacterial and yeast flora of the human 
sealp and their effect upon dandruff production. J 
Soc Cos Chem 18:629-639, 1967. 

11. Gosse RM, Vanderwyk RW: The relation- 
ship of a nystatin-resistant strain of Pityrospo- 
rum ovale to dandruff. J Soc Cos Chem 20:603- 
613, 1969. 

12. Troller JA: Model system for the investi- 
gation of dandruff. J Soc Cos Chem 22:187-198, 
1971. 

13. Ackerman AB, Kligman AM: Some obser- 
vations on dandruff. J Soc Cos Chem 20:81-101, 
1969. 

14. Tenenbaum S, Opdyke DL: Antimicrobial 
properties of antiseborrheic agents. Proc Set Seet 
Toilet Goods Assoc 47:20-28, 1967. 

15. Kligman AM, Marples RR, Lantis LR, et 
al: Appraisal of efficacy of antidandruff formula- 
tions. J Soc Cos Chem 25:73-91, 1974. 

16. Plewig G, Kligman AM: The effeet of sele- 
nium sulfide on epidermal turnover of normal 
and dandruff scalps. J Soc Cos Chem 220-767-775, 
1969. 

17. Kligman AM, McGinley KJ, Leyden JJ: 
The nature of dandruff. J Soc Cos Chem, to be 
published. 


desquamatives, 


Dandruff—Leyden et al 





x 








Stress, and the Itch Sen sation 








Pruritic Skin Disease, Psychological 


E A Reliable Method for the Induction of Experimental Pruritus 


Allan E, Edwards, PhD; William V. R. Shellow, MD; Edwin T. Wright, MD; Thomas F. Dignam, PhD 


N ::* A method of inducing controlled lev- 
_ + els of terminable itching was developed. 
©. This method consists of administering 
‘constant monophasic pulsations of elec- 
‘tric current by means of noninvasive elec- 
trodes. Once experimental pruritus had 
been reliably reproduced, two variables, 
hypothesized to be relevant to the percep- 
tion of itching, were investigated, viz, the 
presence of a positive or a negative his- 
tory of a pruritic dermatosis, and the pres- 
ence of a high or low level of psychologi- 
cal stress. Both variables were found to 
be related to the perception of itching, but 
in different manners. A positive history of 
a pruritic dermatosis lowered the thresh- 
<=> gid for the perception of itch stimuli, while 
- . a high level of psychological stress en- 
-hanced the ability to discriminate among 
he more intense itch stimuli, with no ef- 
fect on the itch threshold. 
. (Arch Dermatol 112:339-343, 1976) 
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s all clinicians know, itching is 
the most troublesome complaint 
reported by patients with cutaneous 
disease. Curiously, research on itch- 
ing per se has been conspicuously 
rare, perhaps because the quantifica- 
tion of pruritus has eluded investiga- 
tors to this time. In their ingenious 
investigations into the neurohistol- 
ogy and neurophysiology of the itch 
sensation, Shelley and Arthur' re- 
sorted to data obtained on them- 
selves, even though they had studied 
over 200 subjects’ responses. Their 
reasoning was that their own experi- 
ence in “subjective evaluation and 
comparative analysis of sensery sig- 
nals” exceeded that of any random 
volunteer, a conclusion that we be- 
lieve we have repudiated. In the 
series of studies on experimental his- 
tamine pruritus by Cormia? and by 
Cormia and Kuykendall,’ they were 
only able to deal with physiological 
reactions to the injection of an agent, 
le, wheal and flare. They reported 
subjective reactions in only 75% of 


subjects tested, casting some doubt 


on the validity of this procedure. 
Shelley and Arthur’ used a number 
of methods to investigate the itch 
sensation. A great deal of data was 
obtained with cowhage spicules, 
which contain a pruritogenic ingre- 


tensity of the itch produced, the sen- 


dient named mucunain, an endopepti-- 
dase. Their method is not quantifiable- 
and has the disadvantage of produe- 
ing a prolonged itch (1 to 12 minutes). 
They also employed injection of chem- 
icals, topical application of caustics, 
insertion of fine wire without current 
(mechanostimulation), and various 
forms of electric stimulation delivered 
by the insertion of a No. 38 copper 
wire with the insulation stripped from 
the tip. Shelley and Arthur mapped 
various areas of the body and deter- - 
mined that some points did not itch — 
when stimulated; areas that did itch |. 
were termed “itch points.” They 
found one of the greatest concentra- - 
tions of itch points to be on the volar E 
aspect of the wrist. IN 
What was first sought in this inves- ~ 
tigation was a reliable method of 
producing an itch each time a stimu- 
lation was given. It was equally. 
important that, regardless of the in- 


sation must cease within a reasonable 
period of time, so that additional 
stimulations could be given. In addi- |... 
tion, we hoped to quantitate itching, = 

so that a linear scale of pruritus could 
be drawn. If these problems could be - 
solved, we would be ready to investi- - 
gate some of the variables that affect ^ . 
the itch sensation. We began with |. - 
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square wave electrical stimulation, as. 


E used by Shelley and Arthur. This in- 
volved the insertion of a fine wire 


_, into the skin on the volar aspect of 


‘the wrist, in an attempt to find an 
itch point. However, with the appa- 
- ratus of Shelley and Arthur,’ the cur- 
. rent level was completely unregu- 
—. lated; we found that, when an itch 
. point was stimulated, the cells and 
.. fine nerve endings surrounding the 
invasive electrode were rapidly cau- 
terized. This resulted in a lack of re- 
producibility, since itching could be 
induced only once, or perhaps twice. 


MATERIALS AND METHODS 


A square wave generator was used to 
control the frequency and the duration of 
pulses of current. In order to precisely 
regulate the flow of the current, a solid- 


<. state constant current pulse generator 


(CCPG) designed for this study was placed 
between the square wave generator and 
the subject. The amplitude of current de- 
livered in each stimulation could then be 
controlled precisely, and a standardized, 
quantifiable, objective stimulation could be 
given. Instead of using an invasive elec- 
trode technique, 5-sq cm saline-soaked 
gauze sponges were placed beneath stan- 
dard, metal electrocardiographie plate 
electrodes (2.5 em x3 em). The positive 
electrodes were placed on the volar aspects 
of both wrists. The negative electrodes 
were placed on the medial aspects of both 
ealves and were connected in parallel. 
Monophasie current at 50 hertz, with each 
pulse 10 msec in duration, was determined 
to be effective in elieiting itch sensations. 
The CCPG delivered these pulses, ranging 
in intensity from 0 to 150 microamperes. 
The CCPG has two channels, with separate 
cireuits from each channel leading to the 
wrist electrodes. 

Extensive pretesting was performed on 
25 subjects. An itch was defined to each 
subject as a sensation developing on the 
wrist, under an electrode, that made the 
subject want to scratch or rub. The itch 
sensation that we were able to induce re- 
sulted in a residual itch that lasted not 
more than 15 seconds after termination of 
stimulation and then faded completely. Al- 
ternate wrists were used for successive 
stimulations, with about 30 seconds be- 
tween stimulations. The subjects were 
given 15 seconds to respond to each stimu- 
lation, An automatic clock-counter was 
connected to the stimulator, which was 
started automatically when the stimulator 
button, controlled by the experimenter, 
was pushed. Each stimulation lasted for 15 
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seconds, unless a stop button held by the 
subject was pushed, in which case electri- 
cal stimulation stopped and the amount of 
time in seconds that it took the subject to 
respond to the induced itch was shown on 
the clock. Thus, the electronic clock-coun- 
ter and the stimulation were stopped in 
only two ways: when the subject pressed 
the stop button, or after a period of 15 sec- 
onds had elapsed. An oscilloscope was inte- 
grated into the circuitry to verify that 
stimulations were being transmitted satis- 
f actorily. 

All experiments were conducted in a 
warm room (22 to 24 C), since cooler tem- 
peratures have been shown to dull the per- 
ception of itch sensations.’ Subjects sat in 
a comfortable, cushioned chair, with foam- 
padded supports to hold the arms in a 
resting position. 

Once we were assured that our instru- 
mentation would consistently induce iteh- 
ing, we set about studying two variables 
that we hypothesized would affect the sen- 
sation of itching: a prior history of an itch- 
ing dermatosis and psychological stress. 

Obermayer described diathesis, the con- 
cept that an individual can become sensi- 
tized to respond to stimuli that others ig- 
nore. The prior occurrence of a pruritic 
skin disease could sensitize an individual to 
respond more quickly to any appropriate 
stimulus for itching. A past history of 
pruritus appeared worthy of investigation, 
since an itch sensation that might be im- 
perceptible to an individual without a past 
history of itching might be perceived and 
scratched by one with a prior pruritic skin 
disease. The interrelationship between 
itching and scratching is of interest, since 
a minimal itch sensation perceived and 
scratched may result in subsequent lesions 
in susceptible individuals. 

Psychological stress has long been impli- 
cated in the cause and persistence of many 
skin diseases.^** Since everyone is under 
stress at some time, the effect of stress on 
the iteh threshold also appeared to be a 
variable well worth studying. Psychologi- 
cal stress ean be defined in several ways. 
The most common technique is to measure 
the amount of stress an individual is un- 
der by some assessment of his behavior. 
However, since each individual has his 
own idiosyncratic pattern of responding to 
stress,^ this evaluation carries with it an 
undesirable degree of unreliability. For 
the purposes of our study, we chose to as- 
sess the recent changes in each subject’s 
life and from this to infer the degree of 
psychological stress that the individual 
was experiencing at the time his itch 
threshold was being determined. This as- 
sessment of psychological stress has been 
successfully related to the subsequent de- 


velopment of physical illness and has been 
shown to have satisfactory reliability... 


EXPERIMENTAL PROCEDURE 


Eighteen men and 22 women, ranging in 
age from 18 to 63 years, were selected as 
subjects. All subjects received a fee for 
participation and were fully informed as to 
the nature of the experiment and their 
right to withdraw at any time. A modi- 
fieation of the "Social Readjustment Rat- 
ing Questionnaire" devised by Holmes and 
Rahe,? which we called the "Schedule of 
Recent Experiences" and which indexes 
the amount of life change that has oc- 
curred within the preceding 90 days, was 
administered to each subject. 

The "Schedule of Recent Experiences" is 
a pencil-and-paper instrument that asks 
over 40 questions, such as "During the past 
90 days, have you: retired from work? 
changed where you live? had a close family 
member die? been fired from your job? 
been married or divorced?" The death of a 
spouse is taken as the most stressful event 
that can occur and is given a value of 100 
points. Relative to this, other lesser events 
are assigned a lower number of points. If 
an individual receives over 150 points, he is 
considered to be in a state of mild emo- 
tional erisis. High stress was defined as a 
score above 175 points, while low stress 
was a score below 125 points. 

Those individuals with no history of an 
itehing dermatosis were so designated. 
Subjects with a past history of an itehing 
dermatosis are described in Table 1. In or- 
der to minimize any tendencies toward 
nonspecific itching, no subject was selected 
who had had an exacerbation of his or her 
underlying disease within the previous 60 
days. 

Construction of a four-group design was 
then possible: subjects with either high or 
low stress, and subjects with a positive or 
negative history of prior pruritie skin dis- 
ease; ten subjects were in each group. Sub- 
ject ages were carefully matched in each 
group, with an overall mean age of 27.6 
years. À history vs stress analysis of vari- 
ance performed on subject ages disclosed 
the F-ratios for history to be 0.02, for 
stress to be 0.92, and for history vs stress 
to be 1.10—none even approaching a level 
of significance. Distribution was made so 
that no group had a ratio of women to men 
greater than 3:2. 

Each subjeet was tested individually by 
the same examiner (T.F.D.). As noted 
above, an itch was defined to each subject 
as a sensation, under the appropriate wrist 
electrode, that made the subject want to 
scratch or rub the wrist. The subject was 
asked to concentrate on the wrist of the 
hand holding the stop-stimulation button, 
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which was connected to the electronic 
clock-eounter. In addition, the subjects 
were told that a sensation of itehing might 
or might not be produced and that, if pres- 
ent, the sensation might be weak or 
strong. Stimulation was alternated from 
one wrist to the other, with 30 seconds be- 
tween trials. 
Each subject was given four series of 
trials, with 18 trials comprising a series, or 
a total of 72 trials for each subject. In each 
series, 15 stimulations of pulsating square 
wave direct current of varying strengths, 
ranging from 10 to 150 microamperes (in 
units of ten), were each given once. In or- 
"s.s. der to evaluate the extent of guessing on 
the part of the subjects, the 0-microampere 
setting was used as a trial three times in 
v. s each series. The sequence of trials within 
 ''« .. each series was derived from a table of 
random numbers. 

When a sensation was perceived as an 
iteh by the subject, he depressed the but- 
ton he was holding, and the time interval 
was recorded on the automatic clock-coun- 
ter; "no response" was scored at 15 sec- 
onds. Each subject was given ample oppor- 
tunity for practice before actual data were 

E C; collected. A brief rest interval was allowed 
~~" between series. 


RESULTS 


The experimental design consisted 
of a four-way mixed analysis of vari- 
ance, with response times to the four 
series and 16 different trial levels as 
the within-subject variables and with 
stress (either high or low) and history 
of pruritie skin disease (either posi- 
tive or negative) as the between-sub- 
ject variables. The data analyzed 
were the response time (in seconds) of 
each subject to each presentation. For 
this analysis, the data from the first 
^. presentation of a 0-microampere trial 

in each series was used, while the 
other two were discarded. 

The means of all four variables 

were reliably different: stress level 

(P « .05), history of a pruritic derma- 

tosis (P< .0001), four separate se- 

ries (P«.05), and current levels 

(P « .0001). Both stress and a history 

of a pruritic dermatosis interacted 

with the current levels (P < .05 and 

P «.001, respectively), thereby pre- 

| cluding a simple interpretation of the 

. .data. The interaction between cur- 

. rent level and stress level is pre- 
ented in Fig 1. 
l'he effect of recent life stress ap- 
eere to have no effect on the absolute 
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Sex/Age, yr 


Low stress 
M/24 





F/26 






M/32 
F/30 


F/63 Eczema 





Psoriasis 
M/20 
F/26 





threshold for the perception of itch, 
ie, both groups had identical re- 
sponses when stimulated at 20 micro- 
amperes, a current level that gives a 
reliably (P < .01) different mean reac- 
tion time from the response to 0 mi- 
croamperes. At higher levels of stim- 
ulation, however, the effects of stress 
appear to sharpen the discriminatory 
ability, so that differences between 
the higher current levels are better 
detected by the high-stress group. 
The low-stress group displayed hardly 
any discriminatory ability between 90 
and 150 microamperes. (This lack of 
discrimination appears to begin 
around the 30-microampere stimula- 
tion level.) 

The interaction between current 
level and positive or negative history 
of an itching skin disease is presented 
in Fig 2. As can be seen, the presence 
or absence of a history of a pruritic 
skin condition influences the absolute 
threshold for the perception of itch. 
Át the 20-microampere level of stimu- 
lation, the fact that subjects have had 
a previous itching skin disease results 
in a reliable (P «€ .01) reduction in the 
iteh threshold, when compared either 
to their own performance at the 0-mi- 
croampere setting or to the group of 
subjects with a negative history of 


Table 1.—Subjects With History of Dermatologic Disease 


Diagnosis 
of Disease 


Atopic dermatitis 
Neurodermatitis . : 
Neurodermatitis 1 

Neurodermatitis 13 c 


Seborrheic dermatitis 


M/22 Atopic dermatitis | ia 

F/22 Neurodermatitis en Ia 

M/18 Seborrheic dermatitis ese 

F/24 Atopic dermatitis B xx 
High stress je x 

M/27 Atopic dermatitis 22 — 

F/23 Neurodermatitis DE EM. 

F/19 Atopic dermatitis 18 

F/23 Neurodermatitis 04 

F/26 Eczema 3 

F/22 Neurodermatitis 2. 

M/29 Eczema 4 


" E > - — Pe E ere ere eee x m aUe is 
M/41 
Seborrheic dermatitis | 
Neurodermatitis 





pruritus required 150 microamperes. 






Duration c of 
Disease, yr 




























ene 
mj oio 













Table 2.—Interaction of Stress Level . 
and History of Pruritus on Mean 
. Response Time to Stimulation 


History of Pruritus 


Positive 
4.83 sec 
5.87 sec 


Se CMS 
Negative 
8.25 sec 
10.34 sec 


prior skin disorder. Furthermore, 
while the response times of the group 
without a history of skin disease are 
remarkably related to the current 
level in a linear manner, the curvilin- 
earity of the response times of those. 
with a history of pruritus indicates an 
extremely effective ability to detect ^. 
minimal stimulation, as well as an 
overall hypersensitivity. For example, 
the group with a negative history of. 
















of stimulation to achieve the response: 
speed that the group with a positive 
history of pruritus obtained with =- 
about 50 microamperes of stimula- a ; 
tion. 2 

Because the threshold varied ac- 
cording to whether the group had a. 
positive or a negative history of pru- 
ritus, the data for all 0- and 10-miero- 
ampere settings were further am 
lyzed, using as data the percentage 
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RESPONSE TÍME (SEC) " 





HIGH STRESS 
LOW STRESS 


O 20 40 60 80 100 120 140 


MICROAMPS 


Fig i.—Mean response times to detect 
itching at differing levels of stimulation, 
7s comparing subjects as to stress level. 


POSITIVE 
14 — — PRURITIC 
VN HISTORY 
i2l mu NEGATIVE 


-——- PRURITIC 
HISTORY 





O 20 40 60 80 100 [20 140 


MICROAMPS 
Fig. 2.—Mean response times to detect 


n itching at differing levels of stimulation, 
+ comparing subjects as to history of pruritic 


disease. 


=. eorrect responses to each of these tri- 


a als. A correct response to a 0-micro- 
ampere trial was for the subject not 


to push the button, while a correct re- 


-= sponse to 10 microamperes of stimu- 
















_ lation was to push the button anytime 
` within the allotted 15 seconds. The 
two groups did not differ signifi- 
^eantly in their accuracy when the 0- 
_.mieroampere setting was used (mean 
© accuracy of the group with a positive. 
~ history of pruritus, 90.6%, mean accu- 


racy of the group with a negative his- 


tory of pruritus, 89.8%), but they did 
< differ when a 10-microampere stimu- 
lation was presented (mean accuracy 
` of the group with a positive history of 


pruritus, 40.6%; mean accuracy of the 
group with a negative history of pru- 
ritus, 26.2% [P « .05]). In the context 
of signal detection theory," this could 
be interpreted to mean that the 
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thresholds were different between the 
two groups and that the obtained re- 
sponse time differences are not at- 
tributable to the fact that those with 
a history of a pruritie skin disease 
simply had a greater tendency to 
press the button under any stimula- 
tion. 

The effects of stress and a positive 
history of pruritus did not interact 
(the F-ratio was 1.85; df 1/36); rather, 
the effects were purely additive. 
Table 2 shows the mean response 
times for the four groups, demon- 
strating the disparity that existed be- 
tween the relatively fast responses of 
the group with a high stress level and 
a positive history of pruritus and the 
relatively slow responses of the group 
with a low stress level and a negative 
history of pruritus. 

These data show that a history of 
an itching skin disease neither poten- 
tiates nor interferes with the effects 
of being under stress. However, both 
affect the detection of an itch, but 
by means of separate mechanisms. 
Stress enhances the ability to differ- 
entiate between the different levels 
of the iteh sensation, while having 
had an itchy skin condition in the 
past lowers the absolute threshold to 
the perception of itch stimuli, at least 
when electrically induced as in this 
experiment. 

The mean of all current levels, re- 
gardless of the group differences, 
showed a reliable decrease in re- 
sponse times through the third series 
of presentations (54 trials); however, 
an increase in response times ap- 
peared in the fourth series. We have 
interpreted this as an indication that 
efficiency in detecting an iteh proba- 
bly increases with experience, until 
another variable, perhaps boredom, 
enters into the situation. 

Finally, eight more subjects were 
recruited, and four of the original 
subjects were discarded, thereby leav- 
ing 44 subjects whose response times 
were analyzed, using age (over or un- 
der 30 years) and sex as the between- 
subject variables, instead of stress 
level and history of prior skin disease. 
Eleven subjects were in each group. 
No reliable differences were found, al- 
though age approached reliability 
(P < 20,».10), with younger subjects 


showing quicker response times than 
older subjects. 


COMMENT 


Itching, like any other stimulus, 
can be scaled by psychophysical tech- 
niques, once an adequate stimulus 
gradient has been found. The stimu- 
lus gradient selected for this study— 
continual pulses of direct, positive 
electric current at 50 hertz, 10 msec 
on/off time—well may not be optimal. 
On some occasions, some of our sub- 
jects reported that, in addition to an 
itch, a vague sensation of warmth or 
prickling was perceived during stimu- 
lation. Variations of the experimental 
procedure (eg, using biphasic, rather 
than monophasic, current; using an 
other-than-square wave generator in- 
stead of a square wave generator; not 
using a direct current offset) will have 
to be explored before any statement 
can be made about the nature of the 
receptors. | 

Regardless of the anatomical and 
physiological factors involved in itch- 
ing, the procedure used here does re- 
liably generate a terminable sensa- 
tion of itching that is linearly related 
to the amount of stimulation and that 
permits future investigative studies 
of this sensation. 

That both stress and a history of a 
pruritie dermatosis influence the per- 
ception of an itch, but in different 
manners, has importance for future 
research and for clinical practice. For 
research purposes, the linear data ob- 
tained from the group with a nega- 
tive history of pruritus would 
strongly argue for the inclusion of a 
negative history of pruritus as a cri- 
terion for the selection of future re- 
search subjects; when the ability to 
discriminate between differing levels 
of itching is desired, an important 
criterion for the selection of subjects 
would be that of having had many re- 
cent changes in their lives. 

It is possible that the effects of 
many recent life changes on an indi- 
vidual may sensitize him to stimuli in 
general, so that the ability of the in- 
dividuals showing high stress to dis- 
criminate between different degrees 
of stimulation may be a part of a gen- 
eralized guarding response pattern. 
Perhaps, the unique, intrinsie, un- 
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. pleasant nature of itching is re- 
sponded to with greater awareness 
-.. when under stress, ie, all unpleasant 
Í .. stimuli are equally attended to when 
-one is under stress, but only itching 
and pain are annoying sensations 
even at low levels. Nor should we 
overlook the possibility of physio- 
= logical changes, eg, local effeets of 
catecholamines or an alteration in au- 
tonomic functions as a result of 
stress. 
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The diathesis concept, as applied to 
the cause of pruritic skin conditions, 
is also supported. A positive history of 
pruritus is associated with a lowered 
threshold for detecting itching. Thus, 
individuals with a prior history of 
itching might detect an itch that oth- 
ers would not. If scratching ensues, a 
once-minimal skin condition, which 
those with a negative history of pru- 
ritus would have ignored, might be- 
come exacerbated and reach the pro- 
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Clofazimine 


A New Agent for the Treatment of Pyoderma Gangrenosum 


è Eight patients had pyoderma gan- 


A i grenosum. They were given a phendi- 


. metrazine tartrate derivative, clofazimine 

 (Lamprene [Britain]), which is a chemo- 
therapeutic agent used mainly in certain 
mycobacterial infections and which also 
has phagocytosis-enhancing properties. 
The effect of this drug was remarkably 
good, with rapid healing of the lesions 
commencing 3 to 14 days after treatment 
was started. The mechanism for the effect 
of clofazimine in pyoderma gangrenosum 
is not known. 

(Arch Dermatol 112:344-349, 1976) 


lofazimine (Lamprene [Britain]) 
is a phendimetrazine tartrate 
derivative with an antimicrobial ac- 
tion on mycobacteria, in particular, 
. on Mycobacterium leprae, but not on 
. most other types of microbes.' It has 
also been demonstrated that clofazi- 
mine has a stimulating effect on 
. macrophage function’ and that it en- 
- hances the phagocytic capability of 
polymorphonuclear leukocytes.’ 
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The main methods of treatment of 
pyoderma gangrenosum have been x- 
ray therapy and therapy with drugs, 
such as salicylazosulfapyridine, aza- 
thioprine, and corticosteroids, often 
in high doses. The response, however, 
is often unpredictable. Since some 
of our previous patients with pyoder- 
ma gangrenosum had a slightly de- 
creased phagocytic capability (Lars 
Molin, MD, unpublished data), we de- 
cided to try to treat patients with this 
disorder by using clofazimine. We 
will describe the effect of this drug in 
eight cases of pyoderma gangreno- 
sum recorded from 1973 to 1975 at the 
departments of dermatology of the 
universities of Uppsala and Lin- 
kóping. 


MATERIALS AND METHODS 


In order to determine the phagocytic ac- 
tivity, the ability of polymorphonuclear 
leukoeytes to ingest heat-killed yeast cells 
in vitro was investigated. The technique 
elaborated by Brandt, with a few modi- 
fications, was used. A sample of heparin- 
ized, venous blood from the patient is sedi- 
mented at room temperature; then, the 
buffy coat is resuspended in the patient's 
own plasma to a concentration of 5,000 
neutrophils per cubic millimeter. One ali- 
quot of this suspension is incubated for 30 
minutes at 37 C with an equal volume of 
heat-killed yeast cells that are suspended 
in physiological saline solution at a concen- 
tration of 20,000 cells per cubie millime- 
ter. After centrifugation, the sediment is 
smeared on a glass slide, stained with 
May-Grünwald-Giemsa stain, and counted. 


A phagocytic index is done, based on 200 
neutrophils, aecording to the mean number 
of phagocytized yeast particles per neutro- 
phil. 

Healthy blood donors served as controls. 


REPORT OF CASES 


The clinical data of the cases that follow 
are in the Table. 

Case L-The patient was a 69-year-old 
man with pyoderma gangrenosum, which 
began in December 1971 with a small, red 
papule on his left thigh. It soon developed 
into a rapidly enlarging uleer with an un- 
dermined border. The wedge-shaped ulcer 
slowly progressed around the thigh. Vari- 
ous treatments, such as salicylazosulfa- 
pyridine, large doses of immune human se- 
rum globulin, methotrexate, azathioprine, 
and a number of antibioties, as well as x- 
rays, were given without improvement. A 
moderate effect was obtained with high 
doses of prednisolone, but relapse occurred 
when the dose was lower than 60 mg/day. 

On admission to the hospital in May 
1973, the wedge-shaped ulcer was 5x 30 cm 
and extremely tender. There were no signs 
of associated disorders. Clofazimine was 
given orally in a dose of 100 mg three 
times daily. Treatment with 15 mg of pred- 
nisolone daily was continued. On this 
regimen, the ulcer became drier and more 
superficial, with granulation tissue appear- 
ing. 

For various reasons, however, the pa- 
tient stopped taking clofazimine, and a 
pronounced deterioration occurred, with 
rapid extension of the ulcerous area, which 
had now become enlarged to 10x50 cm. 
The patient suffered excruciating pain. 
The dosage of prednisolone was increased 
to 40 mg daily, but no improvement was 


Clofazimine—Michaélsson et al 


* 





Eds 











Fig 1.—Left, Necrotic ulceration involving upper part of right arm 
distally, entire forearm, and dorsum of hand (case 2). Center, 
Same area, after four weeks of clofazimine therapy; hand and dis- 


seen. Eleven days later, clofazimine was 
given again. A great improvement oc- 
curred after about a week's treatment. At 
this time, a "crush" of the nervus femor- 
alis cutaneus lateralis was done in order 
to diminish the pain. No analgesic drugs 
were used after this. The dosage of pred- 
nisolone was decreased from 40 to 10 mg 
daily during the immediately following 
weeks; then it was decreased to 2.5 mg 
daily, until it was finally discontinued in 
December 1973. The healing steadily pro- 
gressed and has been complete since Janu- 
ary 1974. 

Case 2.—In 1956, the patient was found 
to have polycythemia vera. In 1970, my- 
elofibrosis was detected; since then he has 
had splenohepatomegaly and anemia. In 
August 1973, when he was 52 years old, his 
right hand was slightly injured. The result- 
ant small ulcer failed to heal and inereased 
rapidly in size. The patient was admitted 
to his local hospital with a 3x 6-em ulcer on 
the dorsum of his right hand and with a 
temperature of 39.5 C. Despite treatment 


Fig 2.—Left, Necrotic, ulcerative lesion on ri 
three weeks of clofazimine therapy. Right, Sa 
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with high doses of antibiotics, he contin- 
ued to have a high fever. On admission to 
the University Hospital, Uppsala, in the 
middle of October 1973, the skin and sub- 
cutaneous tissue of the dorsum of the right 
hand, the entire right forearm, and the up- 
per part of the right arm distally had been 
replaced by necrotic, spongy, flaccid tissue 
with an undermined border. Under this 
area, there was a lake system of pus. The 
skin at the proximal edge of the lesion was 
reddish-blue and infiltrated (Fig 1, left). 
The whole affected area was extremely 
painful; adequate care of the area was 
almost impossible because of its sensi- 
tiveness. His body temperature was ele- 
vated continuously between 38.5 and 39.5 
C, as it had been for the previous six 
weeks. 

Oral clofazimine therapy was started 
one week after admission. Within seven 
days, an obvious improvement had oc- 
curred. At this time, two weeks after ad- 
mission, the pain was still excruciating; 
therefore, a "crush" of the lateral, medial, 





and posterior cutaneous nerves of the fore- 
arm was performed by the neurosurgeons, 
with an excellent resultant effect in reduc- 
ing the pain. The healing steadily pro- 
gressed during continuous treatment with 
clofazimine (Fig 1, center) After 2% ` 
months, there was only a square decimeter 
that was not covered with epithelium (Fig 
1, right). At this time, the patient injured 
his arm in an accident. The resultant ulcer 
healed normally. When last seen, in No- 
vember 1974, the ulcer was only 2 sq cm. 

Case 3.-In November 1973, a 63-year- 
old woman noticed small, red papules un- 
der her left breast and in a cholecystec- 
tomy scar. These papules ulcerated a few 
days later; there was no tendency to heal- 
ing. Pressure on the edges caused pus to 
appear. 

Treatment with 100 mg of clofazimine 
three times a day was started three days 
after admission to the hospital in Febru- 
ary 1974. A slight improvement was no- 
ticed after one week. In May 1974, after 
three months of clofazimine treatment, the 


ght breast (case 4). Center, Same area, after 
me area, after six weeks of clofazimine therapy. 
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| Case/ Age, 
.. yr/Sex 


á General Health 
^ V69/M 


Previously healthy, 
x-ray films of Git 
tract normal 


2/53/M Myelofibrosis after 
polycythemia vera, 
x-ray films of Git 
tract normai 

3/63/F Cholecystectomy, 
pernicious anemia 
in 1974, x-ray 
films of Gli tract 
normal 

Previously healthy, 
hemorrhagic diarrhea 
at same time as skin 
ulcer, x-ray films 


4/46/F 





Previously healthy, 
recurrent bloody 
diarrhea in September 
1974, x-ray films of Git 
tract normal, 
rectoscopy normal 


Ulcerative colitis 
since 1970, acne 


zH TENI 


6/23/M 


7/24/F Previously healthy, 
palmar pustulosis 


in 1971 - 


8/51/F Previously healthy 


showed ulcerative colitis 





Eight Cases of Pyoderma Gangrenosum Treated Wit 


Pyoderma Gangrenosum 


Date of Areas of Treatment Prior to 
Appearance Localization Clofazimine Therapy Laboratory Findings" ~ 
12/71 Thigh Salicylazosulfapyridine, - ESR, 67 mm/hr; serum IgA, - 
various antibiotics, 450 mg/100 ml; Bacterium 
x-ray, prednisolone proteus and anaerobic « 
Streptococcus organisms 
present | 
8/73 Dorsum of hand, Antibiotics ESR, 67 mm/hr; hemoglobin, 
forearm, upper | 8.7 gm/100 ml; serum 
part of arm IgE, 200-800 mg/100 mi; 
no notable bacterial 
growth; no mycobacteria 
11/73 Chest Antibiotics ESR, 32 mm/hr; anemia 
(summer 1974); bacteria, © 
variable; no mycobacteria : 
1/74 Breast Antibiotics ESR, 67 mm/hr: hemoglobin, - 
8.3 gm/100 ml; low serum 
iron and serum zinc levels; 
Staphylococcus aureus 
culture positive, later 
negative; no mycobacteria 
8/74 Breast, face, Antibiotics ESR, 119 mm/hr; hemoglobin 
abdomen, and 8.9 gm/100 ml; low serum 
lower part of leg albumin and serum zinc 
levels; no bacteria; no 
mycobacteria 
12/72 Lower part of leg _ Salicylazosulfapyridine, ESR, normal; no anemia; ..& 
prednisolone ' no bacteria 
10/72 Lower part of leg Salicylazosulfapyridine, ESR, normal: no anemia; 
prednisolone no bacteria; no mycobacte: 
12/74 Lower part of leg Antibiotics ESR, 90 mm/hr; no anemia; - 


no bacteria; no mycobacte: 


* Biopsy specimens from skin lesions of all patients were interpreted as showing nonspecific inflammation; ESR indicates erythrocyte sedi- 


mentation rate (Westergren). 


+PPD indicates purified protein derivative; TU, tuberculin units; U, units; SK-SD, streptokinase-streptodornase; +, positive reaction of at 


. least 10 mm of induration; —, negative reaction. 


+ Gl indicates gastrointestinal. 


§ The patient also received therapy with prednisolone, in dosages ranging from 40 mg a day to 2.5 mg a day. 


















- majority of the lesions had healed. A few 
-months later, pernicious anemia developed, 
© which responded well to cyanocobalamin. 
The remaining small ulcers continued to 
heal, but at a slower rate. 

Case 4.-A 46-year-old woman noticed 
redness and tenderness in her right breast 
‘in January 1974. Two weeks later, she was 
admitted to the hospital with a tumor ad- 
herent to the skin of the breast. Cancer 
^was suspected. An incision was made in 
the tumor, and more than 1 liter of pus was 
"drained from the breast. A bacteriological 
culture showed Staphylococcus aureus. A 
- few days later, she had a high fever, and 
the whole breast became red and tender. 
Very soon, all of the epidermis of the 
breast disappeared in an extremely pain- 
ful uleerating process that left only the 
nipple intaet (Fig 2, left). Sepsis was sus- 
pected, and antibiotics were given paren- 
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terally. Since she had had no fever when 
admitted to Uppsala University Hospital 
in February 1974, all antibiotic treatment 
was discontinued, and 300 mg of clofazi- 
mine was given daily. À remarkable im- 
provement occurred. Within a few days, 
the pus and the marginal zone of redness 
gradually disappeared, and small islands 
of epithelium began to appear all over the 
breast (Fig 2, center and right). When the 
patient left the hospital six weeks later, 
she was in good health; her breast was 
completely healed, except for a minute 
area around the incision scar. Clofazimine 
therapy was then discontinued. No signs of 
relapse have been seen. 

Case 5.—In August 1974, a 29-year-old 
woman had an abscess-like lesion below 
her left knee and ulcers that rapidly de- 
veloped on her chest, face, and around an 
old appendectomy scar. When she was ad- 


mitted to the hospital in September 1974, 
there were several pustular, ulcerating le- 
sions, the largest (3.0x8.5 em) of which 
was on her right fossa iliaca. She had a 
temperature of 39.5 to 40 C and recurrent 
bloody diarrhea with eopious loss of blood. 
Controls in the intensive care unit were 
necessary. Because the ulcers increased in 
size, the patient was given 60 mg of pred- 
nisolone three days later; the bloody 
diarrhea stopped immediately, and her 
temperature became normal within 24 
hours. As the prednisolone had no effect on 
the ulcerations, which spread centrif- 
ugally, 100 mg of clofazimine was given 


three times a day for four days after the 


steroid therapy was started. There was an 


obvious, rapid, and remarkable improve- 
ment three days later. The steroid dosage \ 
was diminished and then completely with- & 
drawn after four weeks. After three weeks 
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fazimine 
_. Skin Tests? Clofazimine Therapy 
Daily 
Phagocytic Activity Dose Period Results 


Before, slightly decreased; 
during, moderately in- 





creased 

albicans | 

3D/2 TU - —  . Before, moderately in- 

€-8D/100 U — creased; during, slightly 
increased 

20/2 TU — Before, moderately de- 
creased; during, slightly 


K-SD/100U  — 
i: increased 





Before, normal; duríng, no 
increase 


x done 





300 mg © 


300 mg§ 8/73-12/73 Complete healing 


after four months 


300 mg 10/73-10/74 Rapid regression, 
almost complete 
healing within 
three months 

300 mg  2/74-12/74 Almost complete 


healing after 
three months 





2/74-5/74 





Complete healing. 
within six weeks 


Betore, normal; during, 300mg 9$/74-10/74 Rapid, complete 
no increase healing 

ii done E Before, slightly decreased; 400mg  12/73-4/74 Rapid regression, 
RSS during, slightly increased complete healing 
d after two months 

D/2 TU Not tested 400 mg 2/74-4/74 Rapid regression, 
complete healing 

| after six weeks 

'D/2 TU Before, slightly decreased; 300 mg 1/75-4/75 Rapid regression, 


after, no increase 


. of. clofazimine treatment, the condition 
+ had improved dramatically, with new epi- 
dermis. covering all the lesions except the 
"x one around the nipple. The lesions were 
TUS -completely healed after five weeks of clo- 
- - fazimine therapy; the therapy was then 
discontinued. The heavy, bloody diarrhea 

is still unexplained. 

Case 6.~A 23-year-old man had suffered 
from ulcerative colitis for four years; he 
had been treated previously with sali- 
cylazosulfapyridine for more than three 
years and with prednisolone for almost 
two years. He also suffered from rather ex- 
tensive, deep facial acne. In December 

~~ 1972, small, red papules appeared on the 
"e - lower parts of both legs. The lesions gradu- 
lly inereased in size during the summer 
d autumn of 1973. In December, there 
e many tender, erythematous infil- 

ions, with ulceration and erusts. The 
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complete healing 
after seven weeks 


largest lesion, about 10 sq cm, was on the 
anterior aspect of the lower part of the left 
leg; three other lesions on the lower parts 
of both legs were each half that size. 
Pus appeared when the edges were gently 
pressed (Fig 3, left). Oral therapy with 400 
mg of clofazimine daily was started in De- 
cember 1973. There was a rapid regression 
of the lesions within the first few weeks. 
Complete remission was achieved within 
seven to eight weeks (Fig 3, center). The 
clofazimine therapy was continued for 
four months. No other systemic treatment 
was given. During this period, the subjec- 
tive intestinal symptoms diminished, and 
the facial acne healed completely. During 
an eight-month follow-up period, there was 
no tendency for the pyoderma lesions to 
relapse (Fig 3, right). 

Case 7.—In October 1972, pyoderma 
gangrenosum lesions appeared on the an- 





terior aspect of the lower part of the left. 
leg of a 22-year-old woman. They gradu- - 
ally increased in size and became uleerated - 
and covered with crusts. In February 1973, 
prior to clofazimine therapy, the lesions . 
covered an area of 15 sq em. There were - 
pustular papules and nodules, mainly it = 
the periphery, and atrophic, angiectatic _ 
parts in the center. A daily dose of 400 mg 
of clofazimine was prescribed; this re- . 
sulted in rapid regression of the pyoderma. — 
lesions. Within six weeks, there was com- 
plete healing. Because the patient was 
pregnant, clofazimine therapy was stopped - 
in April 1974. There was no relapse during - . 
a follow-up period of seven months. — > 
Case 8.—A 51-year-old woman had hada. => 
rapidly progressing pyoderma gangreno- . p E 
sum lesion on the dorsal aspect of the = 
lower part of her left leg since December... 
1974. She had had the same type of lesion ^. 
in this area some years before. The uleera- ^. 
tive lesion was 12x 15 em (Fig 4, left), In 05 
the latter part of January 1975, prior to = 
the clofazimine therapy, the patient had ^... 
rather severe pain, was febrile, and had an 
erythrocyte sedimentation rate (Wester- 
gren) of 90 mm/hr. Pus appeared when 
the bluish-red edges of the lesion were 
pressed. No baeteria were isolated. The 
histopathological findings were the same 
as in the other cases presented. The pha- 
gocytic activity was slightly decreased. 
Clofazimine treatment. was started with a 
dose of 100 mg three times a day. À great 
improvement occurred within a few days 
(Fig 4, center). After three weeks, her leg 
was healed, except for the proximal and 
distal borders of the original lesion. After 
another four weeks, the lesion was com- 
pletely healed, and the patient had no pain 
or tenderness on palpation (Fig 4, right). 


SIDE-EFFECTS 


In the cases presented, there wasa =. 
reddish pigmentation of the skin and... 
a slightly red discoloration of the ^. 
urine and, occasionally, of the spu- - 
tum. Some of the patients also re- 
ported dry, almost ichthyosiform 
skin, especially on the arms and the 
lower parts of the legs. — 

In our patients, moderate dis- 
coloration of the skin has not been a 
problem. This might be explained, in 
part, by the fact that most patients 
had little exposure to the sun and also 
had a fairly short treatment period. 
Except for itching in areas exposed to 
the sun in one male patient, there — 
have been no complaints of side ef-. 
fects from clofazimine. On the con- 
trary, most patients reported being 
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Fig 3.—Left, Necrotic, ulcerative lesion on lower part of left leg (case 6). Center, Same area, after seven 
weeks of clofazimine therapy. Right, Same area, eight months after completion of clofazimine therapy. 


have been demonstrated in any of our 


a state of well-being during treat- 
ment with this drug. 


torp, MD; and B. Lindström, ML (un- 
published data). These changes con- 


eight cases of pyoderma gangreno- 








Quite recently, ocular changes sist of brownish corneal bands and sum. 
in some other cases of dermatoses brownish retinal spots. The corneal COMMENT 4 
treated with clofazimine at other clin- changes seem to be reversible. The 
ics in Sweden have been reported by importance of these findings is being The pathogenesis of pyoderma 
S. Ervaeus, MD; L. Gip, MD; N. Karl- further analyzed. No ocular changes — gangrenosum is far from unequiv- 
Fig 4.—Left, Necrotic, ulcerative lesion with undermined border on dorsal aspect of lower part of left leg (case 8). Cen- 
ter, Same area, after one week of clofazimine therapy. Right, Same area, after seven weeks of clofazimine therapy. 
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ocally established. It seems reason- 
able to assume that this disease 
might be the result of several factors. 
The disorder has no characteristic 
bacteriological features. In most of 
our cases, no pathogens were isolated 
with the conventional methods used. 
In other cases, a variety of bacteria 
were obtained from the lesions; how- 
ever, the pathogenic importance of 
these was doubtful  Mycobacteria 
could not be demonstrated, either 
histopathologically or by culture, in 
any of our cases. The role played by 
anaerobie bacteria in the disease and 
the influence of clofazimine on anaer- 
obes are still largely unknown. From 
what is known about the antimicro- 
bial effect of clofazimine, it is not evi- 
dent how the clinical effect is 
achieved. 

Pyoderma gangrenosum is often as- 
sociated with other conditions, such 
as ulcerative colitis, regional enteritis 
(Crohn disease), and rheumatoid ar- 
thritis. These associations, however, 
have not contributed much to the un- 
-derstanding of the pathogenesis. Two 
of our patients had ulcerative colitis; 
one had a profuse and unexplained 
melena. 

Various immunologic abnormalities 
have been reported in patients with 
pyoderma gangrenosum. Paraprotein- 
emia and hypogammaglobulinemia 
have been described; altered cellular 
immunity has also been reported, 
such as failure of dinitrofluoroben- 
zene-2,4-dinitrochlorobenzene sensi- 
tization and negative reactions to in- 
tradermal tests with purified protein 


"^. derivative, trichophytin, and candi- 


Qdin.** A violent reaction to strepto- 
kinase-streptodornase that induced a 
lesion quite similar to that of 
pyoderma gangrenosum has been re- 
ported‘; negative reactions have been 
reported as well? In our patients, no 
important disturbances in the immu- 
noglobulins or other serum proteins 
were found, and the pattern of de- 
layed hypersensitivity was variable 
(Table). 

According to Cline, clofazimine 
has the property of enhancing the in- 
. tracellular killing of bacteria in a 
macrophage test system. The phago- 
€ytosis by neutrophil leukocytes has 
-.. also been demonstrated to be en- 
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hanced by clofazimine in vitro; as 
well as in vivo. In patients with 
pustulosis palmaris et plantaris, a de- 
creased phagocytic activity, measured 
by the uptake of yeast particles, was 
obviously increased during peroral 
clofazimine treatment,’ while the dis- 
ease abated and the pustules dis- 
appeared. Also, in patients with se- 
vere atopic dermatitis, a decreased 
phagocytosis could be demonstrated. 
Clinieal improvement can apparently 
be related to an increased phagocyto- 
sis during clofazimine medication.’ 

In our patients with pyoderma 
gangrenosum, the ability of the neu- 
trophils to phagocytize was decreased 
only slightly or not at all prior to 
clofazimine therapy. An impaired 
phagocytic capability is thus not a 
regular finding in pyoderma gan- 
grenosum, although it may be seen 
occasionally. Furthermore, there was 
no real increase in the phagocytizing 
capability during treatment with clo- 
fazimine. Thus, it is doubtful that the 
effect of clofazimine in pyoderma 
gangrenosum can be related to any 
influence on the phagocytosis by neu- 
trophils. Whether this lack of en- 
hancement of phagocytosis during 
clofazimine treatment reflects any 
dysfunction of the neutrophils has 
not been established. 

Some drugs, such as corticosteroids, 
phenylbutazone, and salicylates, have 
been shown to have a negative influ- 
ence on the phagocytosis and intra- 
cellular killing by the neutrophils.*” 
Because of the very severe pain expe- 
rienced by the patients in cases 1 and 
2, more than 2 gm of aspirin was used 
daily. A “crush” of cutaneous nerve 
endings was performed in both cases, 
giving relief from the excruciating 
pain; no analgesics were needed 
thereafter. It is hard to refute the 
possibility that the salicylates might 
have had a negative influence on 
healing, since there was a notable re- 
gression of the cutaneous lesions in 
these two patients after salicylates 
were discontinued. 

A more acute form of pyoderma 
gangrenosum was present in cases 2, 
4, 5, and 8; these patients responded 
more rapidly and more dramatically 
to clofazimine than the other pa- 
tients. Although the clinical pattern 


differed somewhat. in each of the 
eight cases presented, they all had the 
same uncharacteristic histological 
picture, with a granular, inflamma- 
tory reaction but without notable 
vasculitis. Our cases. seem to us to 
represent closely related types of 
pyoderma grangrenosum, all of which 


healed on treatment with clofazi-; 


mine. It is possible that there may be “ 


other types of pyoderma gangreno- 
sum that do not respond to clofazi- 
mine. Further trials might clarify 
this. Additional studies are also 
needed to clarify the mechahism of 


action of clofazimine in pyoderma 


gangrenosum. 
Our patients have responded re- 
markably well to treatment with clo- 
fazimine. We think the drug is worth 
trying in pyoderma gangrenosum. 


Nonproprietary Names 
and Trademarks of Drugs 

Azathioprine—Imuran. 

Phendimetrazine tartrate—Adphen, Baca- 
rate, Melfiat, Neo-Nilorex, Phenazine, 
Plegine. 

Salicylazosulfapyridine—Accucol, | Azulfi- 
dine, Rorasul, Salazopyrin, S.A.S.-500, 
Sulcolon, W-T SASP Oral. 
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Clinical Evaluation of Clotrimazole 


H A Broad-Spectrum Antifungal Ag ent 


Paul H. Spiekermann, MD, Michael D. Young, MB, BCh, PhD 


|; © The efficacy and safety of the broad- 
. spectrum, topically applied antifungal 
agent clotrimazole were evaluated in two 


i .. double-blind, multicentric trials. Ten in- 
. .' westigators reported on a total of 1,361 


cases in which a 1% solution or a 1% 


-oo eream formulation was compared with its 


respective vehicle. Clotrimazole was ther- 
apeutically effective, as confirmed by 
mycological cure (negative microscopy 
and culture) and clinical improvement, in 
tinea pedis, tinea cruris, tinea corporis, 
pityriasis versicolor, and cutaneous can- 
didiasis. Furthermore, species identi- 
. fication established the efficacy of clo- 
- trimazole against Trichophyton rubrum, T 
. mentagrophytes, Epidermophyton flocco- 
sum, Microsporum canis, Malassezia fur- 
. fur (Pityrosporum orbiculare), and Can- 
dida albicans. Safety was demonstrated 
_by the low incidence of possibly drug-re- 
lated adverse experiences, namely, 19 
(2.7%) of 699 patients who were treated 
with clotrimazole, of whom four (0.596) 
discontinued treatment. 
(Arch Dermatol 112:350-352, 1976) 
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(lotrimazole is a tritylimidazole, 
the chemical structure of which 
is shown in the Figure. 

In vitro, clotrimazole is fungicidal 
at concentrations greater than 2y/ml. 
Its activity against dermatophytes 
(Trichophyton, Epidermophyton, and 
Microsporum) corresponds to that of 
tolnaftate, griseofulvin, and pyrrol- 
nitrin, while its activity against 
yeasts (Candida albicans) is similar 
to that of the polyenes, amphotericin 
B, and nystatin."* No resistant iso- 
late of any dermatophyte or C albi- 
cans has been found, nor has second- 
ary resistance to clotrimazole 
developed during successive pas- 
sages.** 

The successful use of clotrimazole 
as a 1% solution and a 1% cream for 
topical application has been reported 
previously.^' We describe the use of 
these two formulations of clotrima- 
zole, as eompared with that of their 
respective vehicles, in two double- 
blind trials with strict mycological 
controls involving 1,361 patients. 

PATIENTS AND METHODS 
Clinical Study Procedures 

On enrollment, all patients had to have 
mycologically confirmed symptomatic der- 
matomycoses. In both trials, clinical exam- 
inations (including Wood light examina- 
tion when indicated) and mycological 
evaluations (microscopy and culture} were 
made on entry into the study, at regular 
intervals during treatment, and at the end 






| 
a Ci 


Structure of clotrimazole. 


of the treatment regimen. The final myco- 
logical examination was earried out no 
sooner than two days after the end of 
treatment to ensure that clotrimazole was 
removed from the surface of the skin by 
the time the specimens were taken for cul- 
ture. 

The test preparations were supplied to 
the investigators in appropriately coded, 
but otherwise identical boxes to ensure the 
double-blind nature of the study. Each 
preparation was assigned to patients at 
random, In general, patients with derma- 
tophytoses and candidiasis were treated 
twiee daily for four weeks, except those 
with the hyperkeratotie plantar type of 
tinea pedis, who were treated for six 
weeks. All patients with pityriasis versi- 
color were treated once daily (at bedtime) 
for two weeks. 

No other topieal or systemic anti-infec- 
tive or anti-inflammatory agents were to 
be used during the study, and all sueh pre- 
vious therapy was to be discontinued at 
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.. least two weeks before the beginning of 
treatment. 


Methods of Evaluating Results 
At each visit, the following signs and 


— symptoms were looked for specifically: 


sealing, pruritus, vesiculation, inflamma- 


^. tion, erythema, edema, fissures, exudation, 
.. and maceration. Each was graded as none, 


mild, moderate, or severe. At the final 
visit, the clinical response to treatment 
was assessed by the investigating derma- 
tologist in terms of an overall evaluation of 
the improvement of all signs and symp- 
toms. Mycological response was assessed 


^. in terms of the conversion to negative of 








-both the mieroscopie and the culture find- 
ngs, with the exception of cases of pit- 
riasis versicolor, for which no cultures 
rere done. However, all patients with pit- 
“yriasis versicolor were examined under 


ae ^ Wood light after scrapings were obtained 
purus for. microscopy. 


< A statistical evaluation of the data was 
| carried out through a series of Fisher 
B exact tests. ^ 


RESULTS 
Efficacy of Clotrimazole: 
| 1% Solution and 1% Cream 


The efficacy of 1% clotrimazole solu- 
tion and 1% clotrimazole cream, as 
compared with that of the respective 
vehicle, was evaluated in 911 patients 
who fully complied with the study 
procedures. The results of treatment 
with each formulation are given in 
Tables 1 and 2. 

Mycologically, as a solution or as a 
cream, clotrimazole was significantly 
more effective (P < .01) than the ve- 
hicle in the treatment of tinea cruris, 
tinea corporis, tinea pedis, and cuta- 


~~ neous candidiasis. Clinically, improve- 


“ment or cure after treatment with 


2 the solution occurred in 98% of those 


| patients with tinea cruris or tinea 
corporis, in 80% of those with tinea 
pedis, and in 92% of those with cuta- 
neous candidiasis. After treatment 
with the cream, clinical improvement 
was observed in 96% of those patients 
with tinea cruris or tinea corporis, in 

16% of those with tinea pedis, and in 
100% of those with cutaneous candi- 

. diasis. 

. In the patients with pityriasis ver- 


| - sicolor, treatment was mycologically 


and. clinieally successful in 88% of 
those treated with the solution and in 
s0: 6 of those treated with the cream. 
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Table 1.—Results of Treatment With 1% Clotrimazole Solution 


Microscopy Culture Clinical — 
No. of Conversion Conversion Improvement - 
Treatment — Patients (%) (%) | (96) 


Clotrimazole 87 92 90 98 —.— 
Vehicle 81 49 37 59 : 
(P < 0.001) (P<0.001) (P< 0.001) | vi 
Clotrimazole 133 67 78 .80 a 
Vehicle 134 39 46 63 . ; 
(P« 0.001) (P« 0.001) (P0. 001). x 


Cutaneous candidiasis Clotrimazole 63 92 88 92 

Vehicle 56 46 40 52: 
(P«0.001) (P« 0.001) (P < D; on 

Clotrimazole 116 83 Ns B3 


Vehicle 107 64 pue 6b oS 
900 (P=0.002) |] -. 


Diagnosis 


Tinea cruris or 
tinea corporis 


Tinea pedis 


Pityriasis versicolor 


Table 2.—Results of Treatment With 1% Clotrimazole Cream 


Microscopy Culture Clinical 
No.of Conversion, Conversion, Improvement, 
Treatment Patients (96) .. (96) 


Clotrimazole 24 96° 86 
Vehicle 21 10 0 
(P < 0.001) {P < 0.001) (P< 0. 001) 
Clotrimazole 17 65 86 76. 
Vehicle 24 25 28 54 
(P=0.01) (P=0.001) (P =0.10) 


Diagnosis 


Tinea cruris or 
tinea corporis 


Tinea pedis 


Cutaneous candidiasis Clotrimazole 18 82 78 100 


Vehicle 12 25 0 42 
(P = 0.003) (P«0.001) (P< 0.2001) 

Clotrimazole 10 |. 80 Me 80 

Vehicle 8 38 Pes 38 
| {P — 0.09) (P = 0.09) 


Pityriasis versicolor 


Table 3.—Rate of Mycological Response During Treatment With Clotrimazole 
Percentage Conversion to Negative After Treatment ^. 
Diagnosis and EUER ener RTA CRON ND | — 
. Evaluation One Week (%) Two Weeks (95) Three Weeks (%) 
Tinea cruris or ý | 
tinea corporis 
Microscopy 
Cuiture | n ES 
Tinea pedis VD 
Microscopy 
Culture 
Cutaneous candidiasis 
Microscopy 
Culture 
Pityriasis versicolor 
Microscopy 











Microscopy Culture Clinical 










No. of Conver- Conver- improve- _ 
isolated Fungus Patients sion (%) sion (%) ment (%). 
Trichophyton rubrum 143 ~~ 80 | 88 89 
Trichophyton mentagrophytes 59 78 76 85 
Epidermophyton floccosum 10 80 90 100 
Candida organisms 84 89 85 97 
Microsporum canis 8 100 75 100 
Malassezia furfur aF 
(Pityrosporum orbiculare) 83 83 |. 


Clotrimazole—Spiekermann & Young | 351 : 














“As Ganei oth that during treat- 
ent with its vehicle, the incidence of 
yeological conversion during treat- 
nent with the solution was signifi- 
cantly greater (P< 001). Even 
hough fewer patients were treated 
vith the cream than with the solu- 
ion,” the higher incidence of myco- 
ogical conversion in these patients, 
^as compared with those treated with 
- the vehicle, approached a statistically 
significant level (0.05 < P < .10). 

.. The rate of mycological response to 
treatment can be seen in Table 3, 
which gives the percentage of micro- 
scopic and culture tests that were pos- 
. itive before treatment and converted 
. to negative at each follow-up visit. 


Efficacy of Clotrimazole 
Against Specific Fungi 


... The response to treatment with 
: clotrimazole was evaluated for all 
. eases in which the causative fungus 
- was identified, and the results are 
_ shown in Table 4. The dermatophyte 
|... isolated most frequently was T ru- 
brum, against which clotrimazole was 

highly effective, as it was against C 

albicans and Malassezia furfur (Pit- 

c gyrosporum orbiculare). 


Adverse Experiences 


|... AI! 1361 patients were evaluated 
for tolerance to the test preparations. 
In the 699 patients who received elo- 
^. trimazole solution or cream, the over- 
all incidence of possibly drug-related 
adverse experiences was low, namely, 
2.7%, and was not higher than the in- 
cidence in patients who received the 
vehicles (8%). The adverse effects re- 
ported by the clotrimazole-treated pa- 
tients were usually irritation, sting- 
ing, or burning, and treatment was 
discontinued in only 0.696 of the cases. 



































observed with the use of clotrimazole; 


however, two instances of urticaria 


were reported, both in patients who 
received the vehicle for the solution 
preparation (polyethylene glycol 400). 


COMMENT 


Earlier studies in smaller numbers 
of patients than reported here indi- 
cated that clotrimazole as a 1% solu- 
tion or a 1% cream is effective in the 
treatment of dermatophytoses, candi- 
diasis, and pityriasis versicolor.’ 
Our trials have confirmed this broad 
spectrum of activity. Clinical im- 
provement usually occurred within 
one week of treatment with either 
the 1% solution or the 1% cream. 

The topical tolerance to clotrima- 
zole in either formulation by both 
healthy volunteers and patients with 
eczemata and allergies has been re- 
ported by Freis.'* No substantial irri- 
tation or phototoxicity was observed. 
In our own study of 207 volunteers 
subjected to the Draize Repeat Insult 
Test and of 26 volunteers subjected to 
the Maximization Test, neither the 
1% solution nor the 1% cream pro- 
duced an instance of sensitization. In 
the trials reported herein, both for- 
mulations were excellently tolerated, 
with only 0.6% of the patients dis- 
continuing treatment. 

In this report of two multicentric, 


double-blind, mycologically controlled 


trials that involved 1,361 patients, the 
efficacy and safety of the topical ad- 
ministration of clotrimazole has been 
demonstrated clearly. 


The following dermatologists participated in 
these trials: W. C. Duncan, MD; W, H. Eagistein, 
MD; A. Z. Eisen, MD; J. M. Knox, MD; L. Montes, 
MD; E. B. Smith, MD; V. Torres, MD; J. W. Wil- 
son, MD; Z. Zagula-Mally, MD; and N. Zaias, MD. 


No hypersensitivity reactions were 





Nonproprietary Names and 
Trademarks of Drugs 


Clotrimazole— Lotriman. 


Tolnaftate—Tinactin. 


Griseofulvin—Fulvicin U/F, Grifulvin V, 
Grisowen, Gris- Peg. 

Amphotericin B—Fungizone. 

Nystatin—Korostatin, Mycostatin, Nysta- 
Dome, O-V Statin. | 
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betamethasone-dipropionate 
Cream 0.05% 


(Potency expressed as betamethasone) 











Whatever the 


perspective —the 
same successful — 


results can ate 
be seen 1 


bid. E 
prosone 


betamethasone 











dipropionate 
Cream 0.05% 


Patient profile: 
Caucasian male, 36 years old. 


Patient history: 

No known allergies; no family history of 
psoriasis; general health good. Has taken no 
systemic medication, had no operations. 
Has had psoriasis 8 years; condition usually 
better in summer, worse in fall and winter. 


Previous therapy: 

Numerous tar preparations and other lotions; 
extensive use of topical steroids—with and 
without occlusion. 


Treatment: 
Diprosone Cream 0.05%, b.i.d. without 
occlusion. 


Note: 


Punch biopsy taken pre- and post-treatment. 


Please see Clinical 


Considerations section which follows... 


Clinical photographs and studies 
courtesy of A. S. Zelickson, M.D. 


COPYRIGHT © 


1976, SCHERING CORPORATION. ALL RIGHTS RESERVED 









Clinical 
photograph— 
before treatment 


Findings: sharply 
marginated, 
heavily crusted 
plaques. 


In only 
7 days 


Findings: 
remission of 
crusting, 
epidermis 
essentially 
normal. 





microscopy— 
before treatment 


Findings: rete 
ridges prolonged 
and prominent. 


Findings: 
decreased 
prolongation of 
rete ridges; return 
toward normal. 


Scanning 
electron 
microscopy— 
before treatment 
(Approx. 900X.) 


Findings: highly 
irregular stratum 
corneum. 


In only 
7 days 


Findings: evenly 
structured cells 
and layers— 
approaching 
normal. 


Transmission 
electron 
microscopy— 
before treatment 
(Approx. 6,000X.) 


Findings: 
markedly dilated 
superficial blood 
vessels; marked 
extracellular 
edema in lower 
epidermis; 
alterations in 
cytoplasmic 
organelles. 


Findings: very 
little, if any, 
extracellular 
edema; basement 
membrane and 
dermis normal; 
epidermis 
essentially 
normal. 





bid. 


| CREAM 
0.05% 








proson 


bëtamethasone dipropionate 


Rapid onset of response in psoriasis— 
62% of patients showed marked or moderate improvement in one week.* 


Rapid onset of response in atopic dermatitis — 
8696 of patients showed marked or moderate improvement in one week.* 


Rapid onset of response in contact dermatitis — 
90% of patients showed marked or moderate improvement in one week. + 


Convenient b.i.d. dosage — 


enhances patient cooperation; increases the likelihood of adherence to 
your prescribed dosage. 


No occlusive dressing needed 


in most regimens. 


Free of parabens — 


sensitization rarely a problem. 


Economical— 


DIPROSONE with its rapid onset of response and b.i.d. dosage may enable 
patients to use less medication and thus save on the total cost of treatment. 


Convenient package sizes— 
DIPROSONE is available in 15 Gm. and economical 45 Gm. tubes. 


*Based on studies of 188 patients with psoriasis, 155 patients with atopic dermatitis, and 38 patients with contact dermatitis 
tested by the Schering Corporation. Data in files of Headquarters Medical Research Division, Schering Corporation. 


Clinical Considerations: 


presence of an infection, the use of an appropriate antifungal or antibacterial agent should be instituted. 

If a favorable response does not occur promptly, the corticosteroid should be discontinued until the 
infection has been adequately controlled. If extensive areas are treated or if the occlusive technique is 
used, the possibility exists of increased systemic absorption of the corticosteroid and suitable precautions 
should be taken. Although topical steroids have not been reported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has not been absolutely established. Therefore, they should 

not be used extensively in pregnant patients, in large amounts or for prolonged periods of time. 
DIPROSONE Cream is not for ophthalmic use. ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: burning; itching; irritation; dryness; folliculitis; 
hypertrichosis; acneiform eruptions; hypopigmentation. The following may occur more frequently with 
occlusive dressings than without such therapy: maceration of the skin; secondary infection, skin 

atrophy; striae; miliaria. DOSAGE AND ADMINISTRATION Apply a thin film of DIPROSONE Cream to the 
affected skin areas twice daily, in the morning and at night. Clinical studies of DIPROSONE have 
indicated that applications twice a day are generally adequate. 011 MAY 1974 


For more complete details, consult package insert or Schering literature available from your Schering 


Representative or Professional Services Department, Schering Corporation, Kenilworth, New Jersey 07033. 
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(Degos Disease) 


Gg A Report of Two Cases With Clinical and Histological Studies 





Malignant Atrophic Papulosis 


Sigfrid A. Muller, MD, Madeleine Landry, MD 


-9 Two women had malignant atrophic 


papulosis that affected the skin only. 


‘Immunologic studies showed normal 
/ "amounts of serum immunoglobulins and 
-` -complement and normal delayed hyper- 
c sensitivity skin test results. Fibrinolysis 


autografts showed complete loss of fibri- 
nolysis within the lesions but normal fibri- 
nolysis in uninvolved skin. 
Histopathologic studies showed moder- 
ate inflammatory infiltration consisting of 
lymphocytes in addition to the typical 
cone-shaped regions of necrobiosis. 
Large amounts of mucin also were seen. 
Endovasculitis, thrombosis, and peri- 
vascular lymphocytic inflammation were 
noted in the subcutaneous arterioles of 
the lesions in only one of the patients. 
Enzyme histochemical studies showed 
oxidative enzymes, although in reduced 


.. amounts, in the epidermal and dermal 
"elis of the affected skin. 


1 oe . Electron microscopic studies of lesions 
<- "showed paromyxovirus-like inclusions in 
. endothelial celis and fibroblasts. The pos- 










sibility of an unusual viral causation 


should be examined further. 
(Arch Dermatol 112:357-363, 1976) 
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OER Saisie 


Fig 1.—Typical lesions of malig- 
nant atrophic papulosis (case 1). 





pproximately 50 patients! with 
malignant atrophic papulosis 


-. (MAP) have been described since the 


initial report by Kóhlmeier? in 1941 
and its subsequent delineation as a 
unique clinical and pathologie syn- 
drome by Degos and colleagues? in 
1942. Several clinical reviews have 
emphasized the association of the 
typical cutaneous lesions with acute 





intestinal involvement that is almost 
always fatali^ Gradually, this con- > 
cept has been expanded to include 

other organ systems, partieularly the 
central nervous system and eye,'** 
which may be involved occasionally, 
although less frequently, than the 
gastrointestinal tract. 

The disease is not common; the cu- 
taneous lesions are typical and have 
been present in every ease reported 
to date. Numerous porcelain-white 
papulonodules surrounded by a telan- 
giectatie rim of erythema are widely 
scattered over the trunk and extrem- 
ities and usually vary from 2 to 7 mm 
in diameter. However, lesions have 
affected the oral mucosa, anus, palms 
and soles, and genitalia. Men are af- 
feeted more frequently and possibly 


more seriously than women.* Approx- ^. 
imately one third of the patients have -> 


skin involvement only and do not . 
have visceral involvement, but Degos — 
and Kalis stated the belief that most .. 
patients (if not all) will eventually . 
have such involvement. They have 
reemphasized that the intestinal le- 
sions are still the most important and . 
characteristic association. E 
The disease is most commonly elas- . 
sified as a form of endovasculitis with .. 
secondary thrombosis and gradual tis- 
sue necrosis." Occluded vessels at ` 
the base of the lesion have not al- 
ways been found. Feuerman and col- 
leagues“ have suggested that the. 
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vascular involvement alone was not 
sufficient to explain all the pathologic 
findings, at least not those in the 
skin. These authors also have empha- 
sized that degenerative connective 
tissue changes are seen even in the 
earliest lesions, before there are signs 
of vascular occlusion. The situation 
is not totally unlike that seen in 
necrobiosis lipoidica diabeticorum, in 
which necrobiotic changes may be 
present without detectable involve- 
ment of the dermal blood vessels.’ 
The importance of mucin in these le- 
sions also has been debated."^? Most 
authors believe that mucin develop- 
ment is secondary to degenerative 
tissue change.** 

Although the presence of a wedge- 
shaped infarctive lesion with an oc- 
cluded vessel at the base has been em- 
phasized, this mature phase in the de- 
velopment of the lesions may not 
provide much information concerning 
the cause of the lesions. Substantial 
inflammation has been noted, partic- 
ularly in the early lesions.*'^'* The 
clinieal appearance of the lesions is so 
distinctive that an unusual etiopath- 
ogenesis should be suspected. Little 
evidence has supported any hypothe- 
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ulosis. 
Left, Lesion with atrophic epidermis overlying necrobiotic dermal 
zone is seen to left of arrow, while on right, normal-appearing 
epidermis and chronic inflammatory cells are evident in upper 
dermis and mid-dermis (hematoxylin-eosin, original magnifica- 
tion x 64). Center, Infiltrate in mid-dermis at edge of clinical le- 
sion principally composed of large hyperchromatic lymphocytes 


tion x 100). 


ses concerning causal factors that 
have been proposed to date, but coag- 
ulopathy or immunologic aberrations 
have been most frequently suspected 
and investigated. 

We report the clinical, histologic, 
and histochemical findings in two 
new patients with MAP who were 
seen at the Mayo Clinic. Microscopic 
studies confirmed an inflammatory 
cell component in skin biopsy speci- 
mens, and electron microscopic obser- 
vations showed virus-like inclusion 
particles, as originally reported by 
Nishida and Howard,” similar to 
those seen in lupus erythematosus. 
Results of extensive coagulation 
studies gave negative results in both 
patients, and fibrinolysis autografts 
did not show any abnormality in 
uninvolved skin. 


REPORT OF CASES 


Case 1.—A 65-year-old woman had a 
generalized asymptomatic eruption of 2 
years’ duration when first seen on Nov 16, 
1971; the eruption was typical of MAP. Her 
general health had been satisfactory ex- 
cept for a probable duodenal ulcer symp- 
tomatically present 15 years previously. 
Physical examination showed numerous 
asymptomatic, discrete, ivory-white pa- 
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(hematoxylin-eosin, original magnification — x 250). Right, 
Thrombus in blood vessel underlying typical lesion of malignant 
atrophic papulosis. Note subendothelial location occluding lu- 
men and intact internal elastic lamina. Prominent lymphocytic in- 
filtrate is also seen (giemsa-aldehyde fuchsin, original magnifica- 


pules, 4 to 7 mm in diameter, many of 
which had an erythematous halo, scattered 
over the trunk and extremities (Fig 1). The 
individual lesions usually healed only after 
six months’ time or longer, leaving a re- 
sidual hypopigmented or hyperpigmented 
macule; some lesions had not healed even 
after two years or more. The patient was 
moderately obese, but results of the gen- 
eral medical examination gave normal re- 
sults. 

An electroencephalogram showed a mod- 
erate abnormality in the right temporal re- 
gion; no clinical importance was attached 
to this finding. Roentgenograms of the 
complete gastrointestinal tract showed no 
abnormality except for deformity of the 
duodenal bulb. Gastroduodenoscopy showed 
a symmetric narrowing of the pylorus and 
channel distortion, which was considered 
to be the result of previous ulcer disease. 
An extensive hemostatic survey showed 
that platelet adhesiveness and aggregation 
were normal, as were the platelet count, 
bleeding time, plasma clot retraction, eu- 
globulin lysis, plasma clot time, partial 
thromboplastin time, prothrombin time, 
thrombin time, prothrombin consumption 
with and without inosithin, and the eth- 
anol-gelation test. The fibrinogen level was 
also normal. Assessment of clot solubility 
for Factor XIII was normal. Assessments 
of the blood elements and results of liver 
and renal function tests were normal. Se- 
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Fig 3.—Small arrow denotes positive-stained telangiectatic vessel at edge of lesion. 
Note normal staining and distribution of high-level dendritic cells in normal epidermis to 
right of large arrow and their absence in lesion of malignant atrophic papulosis to the left 
(nucleoside triphosphatase, original magnification x 100). 


rum complement and protein electrophore- 
sis were normal, and there were normal 
amounts of IgA, IgM, and IgG. Results of 
the rheumatoid factor and lupus erythema- 
tosus clot test were negative. The anti- 
nuclear antibody test was weakly positive 
in a mixed pattern in undiluted propor- 
tions. Serum thyroxine level, a peripheral 
blood smear, and blood studies also were 
normal. 

The patient was in good health when last 
seen in September 1974, although new skin 
lesions were still developing. 

Case 2.—A 25-year-old woman had noted 
two papular lesions on her right arm one 
year before the present examination. Ap- 
proximately 20 more lesions have gradu- 
ally developed on the skin of the trunk, 
a pattern typical of MAP. Her general 
health has been excellent, and there were 
no gastrointestinal complaints. Physical 
examination showed eight typical 4 mm to 
6 mm papules with slightly atrophic, porce- 
lain-white centers surrounded by periph- 
eral telangiectasia on the right arm, right 
axilla, and trunk. Results of the general 
medical examination otherwise were nor- 
mal. 

An extensive coagulation survey re- 
vealed no abnormal findings. Results of the 
following were normal or negative: elec- 
troencephalogram, roentgenograms of the 
chest and gastrointestinal tract, electro- 
cardiogram, liver and renal function tests, 
and fasting plasma glucose level. The 
erythrocyte sedimentation rate was 22 mm 
in 1 hour (Westergren method). Results of 
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an ophthalmologic examination were nega- 
tive. Hypersensitivity skin tests showed 
positive reactions at 48 hours to Candida 
albicans, streptokinase-streptodornase an- 
tigen, and mumps antigens, but no reac- 
tion to Trichophyton, tuberculin, or histo- 
plasmin. The blood corticoid levels showed 
a normal diurnal variation but were ele- 
vated to 49.2ug/100 ml at 8 AM and 
22.5ug/100 ml at 3:30 PM. The serum thy- 
roxine level was also slightly elevated to 
11.0ug/100 ml. These elevations of thy- 
roxine and corticosteroid concentrations 
were considered to be secondary to cyclic 
estrogen therapy. Serum protein electro- 
phoresis showed no abnormalities, and the 
levels of IgA, IgM, and IgG were normal. 
The tests for antinuclear antibody, Austra- 
lia antigen, and rheumatoid factor were 
negative. Total serum complement as well 
as the third and fourth components of 
complement was normal. 


MATERIALS AND METHODS 


Punch biopsy specimens were taken of 
the typical porcelain-white lesions and 
were frozen immediately in liquid nitro- 
gen. Sections were cut on a cryostat, and 
procedures for determination of the fol- 
lowing enzymes were used: indoxylester- 
ase, acid phosphatase,” alkaline phospha- 
tase,'* nucleoside triphosphatase,'* succinic 
dehydrogenase,” and dihydronicotinamide 
adenine dinucleotide (N ADH,) tetrazolium 
reductase." 

An additional biopsy specimen of a sim- 
ilar lesion in each patient was fixed in 10% 


formaldehyde for 24 hours and was stained 
with hematoxylin and eosin, Giemsa-alde- 
hyde fuchsin, PAS reaction with and with- 
out prior diastase digestion, and alcian 
blue at pH 4. The Hale technique for dem- 
onstrating acid mucopolysaccharides, with 
and without prior hyaluronidase digestion, 
was also done. Four additional biopsy 
specimens were taken for routine histo- 
logic study; these included a specimen of 
an early lesion (approximately one month’s 
duration) taken in case 1. 

Small portions of the fresh specimens 
taken from different regions of the lesions 
were also fixed in 4% glutaraldehyde buf- 
fered with 4.5% sodium dimethylarsonate 
at pH 7.4. After fixation, four blocks of 
each region were dehydrated and em- 
bedded in epoxy resin (Epon 812) accord- 
ing to the method of Luft. Ultrathin sec- 
tions were cut on a microtome, mounted on 
copper grids, stained with uranyl acetate 
for 30 minutes and lead citrate for 1% min- 
utes, and examined with an electron micro- 
scope. : 
Fibrinolysis autografts were also done. 
In case 1, biopsy specimens of a typical le- 
sion and of uninvolved skin of the abdo- 
men were obtained using 1% lidocaine an- 
esthesia and immediately frozen in liquid 
nitrogen and stored at —70 C. Fibrinolytic 
activity was estimated using Kwaan and 
Astrup’s modification”! of Todd’s method. 
The frozen tissue was cut into 6u sections 
with a cryostat and applied to the fibrin 
plates. Multiple sections were cut and incu- 
bated at 37 C for 5, 15, 30, and 60 minutes. 
The slides were then fixed in 10% buffered 
neutral formaldehyde and stained with 
Harris hematoxylin. In this procedure, 
clear, punched-out areas around blood ves- 
sels appear in the blue fibrin background 
in the areas of plasminogen activator ac- 
tivity; the absence of clear areas means 
deficient fibrinolysis. 

In addition, direct immunofluorescence 
studies were performed on biopsy speci- 
mens of lesions in each case, according to 
standard procedures from this laboratory, 
using monospecific goat antihuman IgG, 
IgA, IgM, and fluorescein conjugates. No 
immunoglobulin or complement was found 
in either case. 


RESULTS 
Histopathologic Findings 


In case 1, there was the typical his- 
tologic pattern as described by sev- 
eral investigators. A cone-shaped 
wedge extended down to the subcuta- 
neous tissue. Within this wedge there 
was relative hyperkeratosis and at- 
rophy of the epidermis. The dermis 
showed extensive necrobiosis of colla- 
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within dilated rough endoplasmic reticulum (ER). N indicates nu- 


cleus (case 1, original magnification x 76,356). Right, Virus-like 


gen, with hyaline changes around the 
vessels and a striking decrease of 
cells. A moderate cellular infiltrate 
was seen subepidermally at the mar- 
gins of the lesion, consisting primar- 
ily of lymphocytes and a few plasma 
cells, as well as a few larger aggre- 
gates of lymphocytic cells in the lower 
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margins of the lesions present pri- 
marily perivascularly (Fig 2). Elastic 
tissue was substantially reduced or 
absent within the region of necrobi- 
osis, as compared to the adjacent der- 
mis. 

A special search was made for 
thrombi in the larger blood vessels at 


inclusion in endothelial cell in proximity of nucleus (case 2, origi- 
nal magnification x 95,400). 
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the base of the lesion. A complete 
block of tissue was serially sectioned, 
and a thrombus with only partial oc- 
clusion of the lumen was seen (Fig 2, 
right). The elastic tissue stain showed 
an intact elastic lamina and endothe- 
lial proliferation with thrombus for- 
mation. 
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In ease 2, there was a less typical 
histologic pattern, which probably 
represented a less mature lesion. The 
region of necrobiosis was less sharply 
delineated than in the biopsy speci- 
mens of case 1, but there were large 
amounts of mucin present as a pre- 
dominant feature, principally at the 
margins of the lesion and throughout 
the dermis. Small but noteworthy 
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perivascular infiltrations of lympho- 
cytes and, less commonly, plasma cells 
and a few small focal regions of hem- 
orrhage were seen at the margins of 
the lesions; these infiltrations ap- 
peared to be less well developed than 
in case 1. An occluded vessel or endo- 
vasculitis was not seen, but small 
perivascular accumulations of lym- 
phocytes were present about the 





small blood vessels in the panniculus. 
Histochemical Findings 


Acid mucopolysaccharides were 
found in large amounts at the mar- 
gins of the lesion in case 1, as shown 
by Hale’s modification of the colloidal 
iron technique and by the alcian blue 
stain. This positive-staining material 
was removed by prior digestion with 
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hyaluronidase. Sulfated mucopolysac- 
charides were not seen. Acid mucopoly- 


-  saecharides were not found within 
. the lesion in case 1, not even in small 


 . amounts; and contrary to that found 
in other types of tissue degeneration 
-and necrobiosis, glycogen was not 


^ seen. 

= . Staining for 
_. showed moderately decreased amounts 
.. in the epidermis, but most strik- 
.— ing was the absence of an intensely 
==“ stained region in the subcorneal re- 


acid phosphatase 


gion, representing the absence of a 
granular zone. The indoxylesterase 
was greatly decreased in amount, 
being either absent or spottily pres- 
ent in the subcorneal region of the 
epidermis. The nucleoside tri- 
phosphatase reaction did not demon- 
strate any Langerhans cells in the 
epidermis of the lesion, with a rather 


D. sharp transition at the margins and a 


failure of the dermal capillaries to 
stain, while the marginal limb of der- 
mal capillaries was strongly positive 
and dilated (Fig 3). The dermal papil- 
lary capillaries that sharply outline 
the lesion also failed to stain with al- 
kaline phosphatase. Results with the 
two oxidative enzymes, succinic dehy- 
drogenase (SDH) and NADH,, were 
similar, and these were found to stain 
positively similarly in the atrophic 
epidermal cells as compared to those 
in the normal adjacent epidermis. In 
addition, some staining of fibroblasts 
and endothelial cells was apparent 
throughout the dermis in the lesion. 
The oxidative enzyme stains, al- 
though reduced in intensity in many 
cells when compared to the normal 
dermis, were of importance. The mar- 
gins of the lesion were not sharply 
outlined by either the SDH or NADH, 


^:^ reaction products. 


Electron Microscopic Findings 


The areas examined by electron mi- 
croscopy included the entire lesions 
except for the occluded deep vessel. 
The basal cell layers showed vacuolar 


oe degeneration, but the hemidesmo- 


somes and basement lamina were 
generally intact. Tonofilaments, kera- 
tinosomes, and desmosomal attach- 
ments were normal, whereas kera- 
tohyaline granules were small and 
infrequently seen. Melanocytes were 
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substantially reduced in number. The 
number of cells in the dermis was 
also reduced. Most of the fibroblasts 
seen appeared to be injured, showing 
aggregations of membranous compo- 
nents, laminated figures and vesicles, 
and increased numbers of lysosomes. 
However, a few fibroblasts appeared 
to be metabolically active, having 
considerable amounts of rough endo- 
plasmic reticulum. The collagen itself 
was normal, whereas the rare elastic 
fibers encountered had a normal ar- 
chitecture. 

Vascular endothelial cells appeared 
to be viable, although degenerative 
changes similar to those described in 
fibroblasts were often seen. Viruslike 
tubular inclusions approximately 200 
A in diameter were seen within the 
cytoplasm of normal-appearing and 
degenerating endothelial cells and fi- 
broblasts near the nuclear membrane 
(Fig 4). Some of the inclusions were 
surrounded by a membrane that ap- 
peared to be continuous with rough 
and smooth endoplasmic reticulum. 
The virus-like inclusion particles were 
easily found and were present in vari- 
ous sections of lesions in both pa- 
tients. 

In some sections, a small amount of 
pleomorphic cellular infiltrate was oc- 
casionally seen consisting of mast 
cells with typical granules, neutro- 
phils, and lymphocytes, but virus-like 
particles were never seen in them. 


Fibrinolysis Autografts 


Fibrinolysin was not seen within 
the infarcted regions, whereas nor- 
mal fibrinolytie activity was seen 
around the blood vessels of the adja- 
cent normal skin as well as around 
blood vessels in a biopsy specimen of 
normal abdominal skin. 


COMMENT 


Degos disease has been considered 
to be fatal. Jensen? noted that almost 
50% of patients reported were still 
alive, whereas Degos and Kalis! re- 
ported a lower figure, closer to 33%. 
However, follow-up studies on surviv- 
ors have not been done. Of the 22 pa- 
tients who were alive, 15 had eutane- 
ous involvement only.* Our patient in 
case 1 is the oldest living patient with 
this disease to our knowledge, and she 


has had only eutaneous involvement 
for five years. However, the follow-up 
period in both our patients is short. 

The presence of chronic inflamma- 
tory cells has been given little empha- 
sis in the development of typieal le- 
sions of MAP. We noted variable but 
notable accumulations of these cells, 
principally lymphocytes, at the mar- 
gins and in the depths of the lesions 
of MAP. The mature phase of the le- 
sion, which is manifested by a cone- 
shaped eosinophilic staining region of 
necrobiosis, has obscured other his- 
topathologie events in the evolution 
of a lesion, much as might occur in 
necrobiosis lipoidiea diabetieorum or 
rheumatoid nodule. The lesions heal 
slowly in MAP, and attempts at re- 
vascularization of a lesion are not evi- 
dent histopathologically. Perhaps re- 
vascularization is delayed because the 
lesions do not represent dead tissue 
as the epidermis remains intact and 
viable, though thinned, and cellular 
components of the lesion show stain- 
ing for oxidative enzymes. In addi- 
tion, electron microscopy demon- 
strates viable cells, although they 
may show degenerative changes. Fi- 
nally, in additional studies of the first 
patient reported elsewhere, auto- 
transplantation of a mature lesion of 
MAP to an area of normal skin was 
readily achieved and the area of 
transplantation resembled normal 
skin after eight weeks.” 

Most authors have emphasized the 
necrobiotie and infarctive changes of 
the lesions as a part of the underlying 
endovaseulitis. We did not see an ob- 
literative endovasculitis in our case 2, 
but we may not have gone deep 
enough in obtaining our biopsy speci- 
men. À few reports also have not 
been able to relate the obliterative 
vascular ehanges with the clinical le- 
sions in the skin. 

Mucin has almost always been a 
prominent histologic feature, so much 
so that it has been confused with pri- 
mary localized mucinosis.” Although 
Winkelmann and colleagues? and 
Degos and Kalis* have considered mu- 
cin as part of the degenerative phe- 
nomenon occurring in the dermis, 
Feuerman et al" and Black et al? 
found extensive accumulations of mu- 
cin even in the earliest skin lesions, 
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with the mucin being limited primar- 
ily to the periphery in the older 
lesions. Our findings were more in 
agreement with those of Feuerman et 
al" and Black et al,? and we find it 
.. diffieult to explain the development of 
mucin on a degenerative basis only. 


s The finding of fibroblasts in electron 


microscopy that have prominent 
rough endoplasmic reticulum sug- 
gests an active secretory phase. 
Results of the fibrinolysis auto- 
grafts were in agreement with those 
of Black and associates, who showed 
complete loss of fibrinolysis within 


* ... the lesions. In addition, we also have 


. demonstrated normal fibrinolysis in 
 uninvolved skin, further suggesting 


EE that the blood fibrinolytic system is 


normal in these patients. We believe 
that the changes in fibrinolytic activ- 


. ity in lesions of MAP are more likely 


to be secondary in the pathogenesis 
of MAP. Depletion of plasminogen 
activator activity is a normal result in 
thrombosed or inflamed blood vessels, 
Since any injury to vascular walls 
causes local activation of fibri- 
nolysis.?+7 

Previous studies have not eluci- 
dated the cause of MAP. We have 
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noted normal coagulation and fibrino- 
lytic mechanisms as well as the absence 
of immunologic disturbances, as indi- 
cated by negative results in the direct 
immunofluorescence tests, normal 
serum immunoglobulins and serum 
complement levels, and normal re- 
sults of the delayed hypersensitivity 
skin test. However, the perivascular 
lymphocytes, noted in early lesions 
and seen in the depths of the lesions 
as well as in the margins in our cases, 
suggest that an immunologic stimulus 
can be a contributing factor. 

The finding of virus-like particles 
in the endothelial cells and fibroblasts 
in lesions of MAP in both of our pa- 
tients confirms the report of Nishida 
and Howard, who found identical in- 
clusions in a patient with MAP de- 
scribed in 1968. However, Black and 
colleagues” did not find these virus- 
like inclusions in their two patients. 
The particles in the three patients de- 
scribed to date resembled myxovirus- 
like tubular structures, especially 
those seen in lupus erythematosus. 
These structures have taken on diag- 
nostic importance, according to many 
investigators," because they have 
been seen rarely in normal persons 
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Cutaneous Manifestations 


of Familial 


Mediterranean Fever 


Esther Azizi, MD, Benjamin K. Fisher, MD, FRCP(C) 


€ Familial Mediterranean fever (FMF) is 
frequently accompanied by erysipelas- 
like attacks. These should alert the physi- 
cian to the correct diagnosis of this sys- 
temic disease. Several other nonspecific 
skin lesions may be seen in FMF. To our 
knowledge, histologic findings in ery- 
sipelas-like skin rashes seen in FMF are 
not reported eisewhere in the literature. 

(Arch Dermatol 112:364-366, 1976) 


amilial Mediterranean fever 

(FMF), as defined by Sohar et 
al, is "a genetic disorder restricted to 
certain ethnic groups and marked by 
the sporadic appearance of acute at- 
taeks and the insidious development 
of systemic amyloidosis." The charac- 
teristic clinical features of FMF are 
acute self-limited febrile episodes, 
lasting from 24 to 48 hours and recur- 
ring at irregular, unpredictable in- 
tervals. These are accompanied by 
evidence of peritonitis, pleuritis, 
synovitis, or an erysipelas-like ery- 
thema. Not infrequently such cases 
are sent directly to the operating 
room with the diagnosis of “acute 
abdomen.” 

As emphasized by Sohar et al,’ ery- 
sipelas-like erythema affecting the 
leg or foot may be the only sign in a 
febrile attack, or it may accompany a 
synovial attack. 
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We had the chance to examine and 
study a patient with FMF, who 
showed the unique clinical picture of 
periodic febrile episodes with ery- 
sipelas-like erythema on the legs that 
was at times accompanied by mild ar- 
thralgia. This patient had been mis- 
diagnosed as having “recurrent ery- 
sipelas” during several admissions 
into various other hospitals. Only dur- 
ing her last two hospitalizations were 
we able to confirm the diagnosis of 
FMF. 


REPORT OF A CASE 


The patient is a 23-year-old single 
woman who was born in Morocco. She was 
admitted to our ward in April 1974 because 
of painful skin lesions over both legs, ac- 
companied by fever and mild arthralgia of 
her knees and ankles of two days in dura- 
tion. There had been numerous other hos- 
pital admissions for the preceding six 
years because of "recurrent erysipelas." 
She could remember one hospitalization in 
another hospital ten years ago because of a 
"peeuliar" febrile disease. No family his- 
tory of FMF could be obtained. 

On physical examination, she was 
healthy-looking with a temperature of 38 C 
(100.4 F), Pulse rate and blood pressure 
were normal. The spleen edge was just pal- 
pable below the costal margin. 

The knees and ankle joints were mildly 
tender and swollen on both sides. On the 
anterior aspects of her legs below the 
knees, as well as on the dorsa of the feet, 
there was an erysipelas-like eruption in a 


symmetrical distribution (Fig 1 and 2). 


This consisted of sharply demarcated 
bright red, hot, tender, and swollen ele- 
vated plaques, covering an area of 10x15 
cm. 





AEA 


Fig 1.—Erysipelas-like plaque on right 
ankle showing sharply demarcated swol- 
len bright erythema. 





Fig 2.—Erysipelas-like plaque 
magnification of Fig 1). 


(higher 


This unique clinical picture of a recur- 
rent symmetrical erysipelas-like rash of 
both legs was without any evidence of 
trauma, stasis dermatitis, or tinea pedis 
that could explain this recurrence. The 
mild arthritis and history of periodic feb- 
rile episodes in a patient born in Morocco 
made us suspect FMF. 

Laboratory examinations showed an ele- 
vated erythrocyte sedimentation rate (60 
mm in first hour; 90 mm in second hour) 
and mild leukocytosis (13,200/cu mm) with 
a normal differential cell count. Fibrinogen 
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Fig 3.—Mild hyperkeratosis, acanthosis, edema 
in dermis separating collagen fibers, dilatation of 


capillaries, and dermal 


infiltrate consisting 


mostly of polymorphonuclear cells (hematoxylin- 


eosin, original magnification x 128). 


value was 360 mg/100 ml (normal, 200 to 
600 mg/100 ml). There was some increase 
in the level of y-globulin and o2-globulin. 
Haptoglobin level was 90 mg/100 ml (nor- 
mal). All other laboratory determinations, 
including blood sugar, urea, electrolytes, 
proteins, cholesterol, creatinine, uric acid, 
prothrombin time, and results of urinaly- 
sis, were within normal limits. Chest x-ray 
film was normal and a VDRL test for syph- 
ilis was negative. 

Two 6-mm punch skin biopsy specimens 
taken from an erysipelas-like lesion on her 
legs were obtained during her two hospi- 
talizations. They showed the same histo- 
logical changes (Fig 3), consisting of a 
slightly acanthotic epidermis with mild hy- 
perkeratosis. The dermis showed pro- 
nounced edema, separating the collagen 
fibers. The capillaries and lymphatic chan- 
nels were dilated. An inflammatory infil- 
trate was present around the dermal blood 
vessels and, to a lesser degree, between the 
collagen fibers throughout the dermis. 

The infiltrate consisted of many poly- 
morphonuclear leukocytes and lympho- 
cytes with rare histiocytes, the polymor- 
phonuclear cells predominating. Many free 
red blood cells were seen in the upper der- 
mis (Fig 4). A Gram stain failed to show 
the presence of cocci. 

The clinical course was quite short. On 
the day after her admission, her condition 
improved without any medication, with all 
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clinical signs regressing rapidly. A month 
later, she came back to our clinic with a 
new episode, identical to the previous one. 
On that occasion, after repeated question- 
ing, she reported that her brother and her 
nephew (the son of another brother) were 
very recently diagnosed as having FMF. 
Retrospective review of a hospitalization 
ten years previously in another facility in- 
dicated that she was diagnosed as having 
FMF, based on the typical clinical picture 
of periodic febrile episodes, arthritis, and 
abdominal pains with rebound tenderness 
that disappeared after four or five days. 


COMMENT 


Erysipelas-like erythema, some- 
times provoked by prolonged walk- 
ing,’ is one of the most characteristic 
and pathognomonic manifestations 
of FMF“ It was noted in nearly half 
of the 470 patients described by Sohar 
et al' and in 27 of 74 patients in the 
series of Heller et al However, both 
Ehrenfeld et al’ and Siegal’ rarely 
have found nonspecific skin lesions in 
their FMF patients. In reviewing the 
literature, we found many reports of 
nonspecifie skin manifestations in 
FMF. These include urticaria,*? angi- 
oneurotic edema,'^'* Henoch-Schoen- 
lein purpura,'?*/*^* nonspecific pur- 





Fig 4.—Dermal infiltrate consists of polymorphonuclear cells, lymphocytes, and 
some histiocytes (hematoxylin-eosin, original magnification x 320). 


pura,*?'* subcutaneous nodules,! 719-22 
and herpes simplex labialis.*:** 
Urticaria accompanying attacks of 
FMF was described by Siegal* in four 
of 50 FMF patients. Recurrent urti- 
caria occurred between episodes of 
FMF in another patient in his series. 
Baumal and Kantor’ reported a case 
with periodic urticaria once during 
and then between attacks of FMF. 
Other cases of urticaria and FMF 
were described by Reimann,'? Siguier 
et al," Mamou," and Heller et al.’ 
Considering urticaria as a manifesta- 
tion of hypersensitivity, Siegal, to- 
gether with Seidman, who further 
studied this condition, found that the 
incidence of atopy in FMF patients 
was about twice that in control sub- 
jects.** Erhrenfeld et al’ found bron- 
chial asthma in two and vasomotor 
rhinitis in one of 50 FMF patients. 
These findings indicate a lower inci- 
dence of allergic manifestations in 
FMF patients, in relation to the con- 
clusions of Siegal? and Seidman.” 
Henoch-Schoenlein purpura and 
hematuria in patients with FMF was 
found mostly during childhood in 17 
of 470 FMF patients in the series of 
Sohar et al. Rotem and Federgruen'* 
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reported seven cases of FMF showing 
a severe, stormy, full-blown Henoch- 
Schoenlein syndrome, six of which 
. were in children. Few other isolated 
..eases have been recorded in the liter- 
ature.” The episodes of Henoch- 
.. Schoenlein syndrome were described 
A with or without fever; they may pre- 
eede, accompany, follow, or eome in 
between attacks of FMF, and show a 
tendency to recurrence or exacerba- 
tion. Sohar et al’ considered those 
eases that were not related to a feb- 
rile episode to be of "uncertain signif- 
icance,” whereas Rotem and Feder- 
gruen'^ suggested some autoimmune 
mechanism as a common factor to the 
two conditions. 

Various kinds of nodular skin 
changes are reported in the litera- 
ture. Sohar et al' found, in four of 
their 470 FMF patients, tender nod- 
ules that appeared transiently in 
various areas of the skin. Tehetchick'* 
noticed similar lesions on the skin of 
the arm. Siguier et al" described in 
detail "nodules buried in the dermis 
which were slightly mobile, viola- 
ceous, and fleeting," lasting several 
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days, that appeared during or be- 
tween attacks. In another report," 
the same authors describe "papuloery- 
thematous nodules" in the region of 
the iliac crest in a patient with FMF. 
In still another study, Siguier^ called 
this lesion "nodular erythema." Ehr- 
enfeld et al' described periarticular 
subeutaneous nodules in a few of 
their 55 FMF patients. Althausen et 
al? noticed large erythematous mac- 
ules on the abdomen and over the 
body during an attack of FMF in one 
of their patients. Siguier et al? de- 
scribed painful cellulitis over the 
whole lower half of the back during 
an attack of FMF, which disappeared 
after a few hours. This patient’s sis- 
ter, who also had FMF, had an epi- 
sode accompanied by vesicular ele- 
ments on the outer aspects of the 
arm. 

There are only a few reports in the 
literature of the histopathologic 
changes in skin lesions accompanying 
FMF; skin biopsies taken from subcu- 
taneous nodules in FMF patients 
have shown perivascular infiltrates 
resembling periarteritis nodosa.**:*’ 
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Another biopsy taken from "papulo- 
erythematous nodules" in a patient 


with FMF showed nonspecific 
panniculitis.* To the best of our 
knowledge, there are no histologic de- 
scriptions in the literature of ery- 
sipelas-like lesions in FMF. Our find- 
ings, which consist mainly of acute 
inflammation in the dermis, resemble 
histopathologic descriptions of peri- 
toneal and synovial biopsy specimens 
during attacks of FMF. The latter 
show acute inflammation of varying 
degree, vasodilatation, edema, and 
perivascular collection of  neutro- 
phils.’ ,2,1,8,29,80 

Finally, we would like to emphasize 
once again that the simultaneous oc- 
currence of self-limited periodic 
erysipelas-like attacks with or with- 
out arthralgia, accompanied by fever 
in a patient of Mediterranean stock 
(particularly Sephardic Jews and Ar- 
menians), should arouse the suspicion 
of FMF. 


This investigation was supported by Canadian 
Friends of Hospital Tel-Hashomer, Calgary, Al- 
berta, Canada. 
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 Aleukemie Leukemia Cutis 


(Frank W. Yoder, MD, Ronald L. Schuen, MD 


= p Specific leukemic cutaneous infil- 


A. trates preceded observable leukemic 


ae celis in the blood in a case of acute 
^ ymphoblastic leukemia. Examination of a 


cutaneous biopsy specimen led to early 
-diagnosis of the disease. 


(Arch Dermatol 112:367-369, 1 976) 


he finding of aleukemic leukemia 
cutis is no longer just a dermato- 
logical euriosity, but is now an impor- 
tant aid in the early diagnosis of a 
treatable condition. Although specific 
leukemic cutaneous infiltrates may be 
the first sign of leukemia, few veri- 
fied cases of a true aleukemic leuke- 
mia cutis (cases in which leukemic cu- 
taneous infiltrates precede observable 
leukemic cells in the blood) have been 


*. reported. 







: . There have been great advances in 
SS the treatment of the acute childhood 
leukemias in the last two decades. Be- 


| Ss cause complete remissions are now 


possible in over 90% of children with 
acute leukemias, it is no longer unrea- 
sonable to strive for long-term sur- 
vivals and even “cures” of childhood 
leukemia. 


Accepted for publication Dec 27, 1974. 

From the Division of Dermatology, Ohio State 
University Hospitals, Columbus, Ohio (Dr. Yo- 
-. der) and the Department of Pathology, Bronson 
Kalamazoo, Mieh (Dr. 
'chuen). 
eprint requests to Division of Dermatology, 
riment of Medicine, Ohio State University 
itals, 465 Clinic Dr, Columbus, OH 43210 

oder). 


| Dermatol—Vol 112, March 1976 


Due to the paucity of reported, 
well-verified cases of aleukemic leuke- 
mia cutis, the rarity of specific leuke- 
mic infiltrates in acute leukemias, and 
the improved prognosis of treated 
acute childhood leukemias, a case in 
which the examination of a cutaneous 
biopsy specimen led to the diagnosis 
of acute lymphoblastic leukemia is re- 
ported. 


REPORT OF A CASE 


A previously healthy 13-year-old boy 
was referred to Bronson Methodist Hospi- 
tal in Kalamazoo, Mich, in April 1973 for 
evaluation of arthralgias, fever, and skin 
nodules. Five weeks prior to admission, he 
had developed arthralgias; two weeks 
later, he noted swelling of the right side of 
his face and several asymptomatic cutane- 
ous nodules on his head, neck, and trunk. 
In addition, he complained of a low-grade 
fever, intermittent sweating, nausea, ano- 
rexia, and a 1.8-kg (4 lb) weight loss. 

Physical examination showed an afeb- 
rile, pale, normally proportioned boy. Eight 
faintly blue, nontender, round, rubbery, 
deep subeutaneous nodules measuring 0.5 
to 1.0 em in diameter were scattered over 
his faee and trunk. Nonindurated, peri- 
orbital, right-sided facial edema was also 
present. The right wrist and hip were 
warm and tender. The remaining examina- 
tion showed a small, nontender, left ante- 
tor cervical lymph node; there was no 
other palpable lymphadenopathy or organo- 
megaly. 

The initial total and differential white 
blood cell (WBC) count was 6,200/cu mm, 
with 2% stab cells, 56% segmented neu- 


trophils, 31% lymphocytes, 6% monocytes, 
and 5% eosinophils. Platelet count was 
370,000/cu mm. The hemoglobin value was 
12.8 gm/100 ml, and the hematocrit 
reading was 38%. The erythrocyte sedi- 
mentation rate was 36 mm/hr. C-reactive 
protein was positive to a dilution of 1:32. 
Lactic dehydrogenase was over 600 inter- 
national units (IU)/100 ml (normal, 26 to 
186 IU/100 ml), with isoenzyme elevation . 
of the third and fourth fractions. Alpha I. 
and alpha II proteins were elevated to 0.5. 
gm/100 ml (normal, 0.2 to 0.4 gm/100 ml) 
and 155 gm/100 ml (normal, 0.4 to 0.8 
gm/100 ml) respectively. IgG was 1,850 
mg/100 ml (normal, 1,580 to 1,048 mg/100 
ml) and IgM was 190 mg/100 ml (normal, 
58 to 136 mg/100 ml). The 81C complement 
level was also elevated at 190 mg/100 ml 
(normal, 123 to 167 mg/100 ml). Laboratory 
findings were normal for the following 
values: rheumatoid factor, antistreptolysin 
O titer, antinuclear antibody test, lupus 
erythematosus preparations, serum alka- . 
line phosphatase, serum glutamic oxalo- 
acetic transaminase, isocitric dehydroge- 


nase, prothrombin time, partial thrombo-  . 
plastin time, serum caleium, serum phos- — 
phorus, serum uric acid, blood urea nitro- . 


gen, serum creatinine, urinalysis, spinal ` 
fluid protein, serum glucose, serum chlo- 


ride, cell count, cultures of urine, blood, E 


throat, and spinal fluid, and intermediate 
purified protein derivative skin test. 

An eleetrocardiogram was within nor- 
mal limits, while an electroencephalogram . 


showed a generalized cortical slowing, but 
no focal or diagnostic abnormalities. Chest... 










roentgenogram showed a pleural reaction  . 
in the right costophrenie angle. Other noi 
mal radiological studies included a 
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Fig 2.—Immature lymphoblastic cell 
population with enlarged nucleoli and 
nuclei (hematoxylin-eosin, original magni- 
fication x 1,000). 


survey, intravenous pyelogram, and brain 
scan. 

A posterior thoracic skin punch biopsy 
specimen that was taken on the fifth hospi- 
tal day (Fig 1) showed an intact and nor- 
mal epidermis. Within an edematous retic- 
ular dermis, there was haphazard loose 
stranding of immature lymphocytes in a 
nodular configuration. Figure 2 shows the 
immature lymphoblastic cell population 
with enlarged nuclei and nucleoli. The ini- 
tial diagnosis was malignant lymphoma, 
lymphocytic cell type, of the skin. 

Bone marrow aspiration was performed 
on the sixth hospital day and led to the 
diagnosis of acute lymphoblastic leukemia 
(Fig 3). A compendial reexamination of the 
skin biopsy specimen, the peripheral blood 
smear done on days 1 and 4, and the bone 
marrow aspiration suggested the overall 
diagnosis of acute lymphoblastic leukemia 
with aleukemic leukemia cutis. 

Weekly, intravenously administered vin- 
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Fig 3.—Bone marrow aspiration, per- 
formed on sixth hospital day, led to diag- 
nosis of acute lymphoblastic leukemia 
(hematoxylin-eosin, original magnification 
x 1,000). 


cristine sulfate, 2.0 mg/meter squared, 
and daily doses of orally administered 
prednisone, 120 mg/meter squared, were 
started. A good chemotherapeutic response 
occurred, and the cutaneous nodules com- 
pletely regressed within two days follow- 
ing initiation of therapy. Bone marrow as- 
piration one week after initial therapy 
showed disease remission. 

Unfortunately, on Jan 24, 1974, during 
routine oncologic followup, examination 
disclosed leukoerythroblastic peripheral 
blood findings. There was no peripheral 
lymphocyticimmaturity. Asubsequent bone 
marrow aspiration showed a lymphoblastic 
leukemic relapse. In the following five 
months, the patient had numerous hospi- 
talizations for fever and bone pain. 
Chemotherapy and radiotherapy were of 
minimal benefit. 

The hematologic findings were variable, 
but progressed to pancytopenia. Anemia 
and thrombocytopenia necessitated fre- 


Fig 1.—Skin biopsy specimen shows in- 
tact epidermis (hematoxylin-eosin, origi- 
nal magnification, Left, »x35; Center, 
x 100; Right, x 250). 





quent maintenance packed red blood cell 
and platelet transfusions. Coincident with 
pancytopenia, a marrow lymphoblast cell 
population increase occurred. After two 
months of unsuccessful therapy, lympho- 
cytic immaturity developed in the blood. 
Initially, this was a 1% to 2% prolym- 
phocyte response. Terminally, the WBC 
count was 38,200/cu mm with 38% lym- 
phoblasts, 2% prolymphocytes, 2% lympho- 
cytes, 4% eosinophils, 7% myelocytes, 16% 
metamyelocytes, 30% segmented neutro- 
phils, and 1% monocytes. 

The patient died on July 3, 1974. Autopsy 
showed multifocal leukemic infiltrations of 
the scalp dermis, epidural space, all ribs, 
sternum, adrenals, and kidneys. Hepato- 
splenomegaly with severe leukemic infiltra- 
tion was seen; the liver and spleen weighed 
1,880 gm and 490 gm, respectively. 

After the initial appearance of skin nod- 
ules, a similar recurrence had not been 
seen. The skin had remained normal ex- 
cept for petechia associated with progres- 
sive thrombocytopenia. 


COMMENT 


The cutaneous lesions observed in 
leukemias are divided into two 
groups, leukemids or nonspecific le- 
sions, and true leukemic infiltrations 
or specific lesions.’ Specific cutaneous 
lesions are rare in the most common 
forms of acute leukemia, these being 
the acute lymphocytic and acute 
granulocytic leukemias.’ 

Verified cases in which specific cu- 
taneous leukemic infiltrates preceded 
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the observation of leukemic cells in 
the blood are quite rare. Caro re- 
ported a 6-month-old boy who had a 
skin biopsy specimen diagnostic for 
ukemic cutis with a normal blood 
mear, and who later developed acute 
lymphocytic leukemia. His original 
bone marrow aspiration was inter- 
preted as lymphosarcoma.* Other sim- 
. ar eases were described by Gauld, 
.. Seott? and Wintrobe and Mitchell,’ 
all of whom reported aleukemic leuke- 





mia cutis in adults with lymphocytic 


- leukemia. Boardman, in a review of 
eases, reported an autopsy diagnosis 
f ‘myelogenous leukemia with infil- 
tion. of the skin and internal or- 
ans with “practically normal blood" 
before death.* There are several other 
panes. referred to in the literature as 
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.&, Bluefarb SM: Acute leukemia, in Curtis AC 


aleukemic leukemia cutis, but these 
cases either were not proved by biop- 
sy to be specific cutaneous leukemic 
infiltrates or did not use the term 
“aleukemic” in its modern-day 
sense," * 

"'Aleukemic' is the term used to 
designate the form of leukemia in 
which there are no leukemic cells in 
the blood and the total number of 
white blood cells is either normal or 
reduced."5 Most cases of aleukemic 
leukemia are truly in a leukopenic 
phase of leukemia because careful 
study of the peripheral blood will 
show a few leukemic cells. In the case 
reported, the blood smears were stud- 
ied carefully on two occasions prior 
to the skin biopsy, and there was no 
suggestion of a leukemic process. In 
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retrospect, a review of these slides 
disclosed a few slightly atypical leu- 
kocytes, but one would be still hesi- 
tant to suggest the diagnosis of leu- 
kemia. | 

It is interesting to note that we 


were able to evaluate the excellent  . 
initial response of this patient's dis- ^: 
ease to his chemotherapy by observ- = 
ing the regression of cutaneous infil- 
trates. This response was further 
substantiated by the absence of leu- _ 


kemie cells in his bone marrow after 
one week of treatment. 
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Disseminated Nocardia brasiliensis Infection 


Steven L. Karassik, MD; Lakshminarayanan Subramanyam, MD; Roger E. Green, MD; Jack Brook, MD 


@ We report a 40-year-old man with ad- 
vanced Hodgkin disease who received 
combination chemotherapy and devel- 
oped disseminated Nocardia brasiliensis 
infection. 

We discuss opportunistic infections in 
the compromised host, with particular 
reference to nocardial disease and certain 
biologic characteristics of that organism. 

(Arch Dermatol 112:370-372, 1976) 


pte who are immunologi- 
cally compromised appear to pos- 
sess increased susceptibility to infec- 
tions from organisms that are rarely 
responsible for disease in the normal 
human host.' The occurrence of cer- 
tain deep fungal infections is sub- 
stantially increased in individuals 
with a variety of malignant dis- 
orders, particularly those involving 
the lymphoreticular system. Compro- 
mised patients who receive radio- 
therapy, immunosuppressive drugs, 
and corticosteroids manifest an even 
greater susceptibility from opportu- 
nistic organisms.’ 
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Fig 1.—Skin of right side of chest and 
axilla showing subcutaneous nodules with 
ulceration and peripheral rim of pustules. 


Nocardia brasiliensis represents a 
ubiquitous soil saprophyte and is con- 
sidered to be an organism of lower 
virulence than N asteroides because it 
is generally found localized in the 
skin of patients with mycetoma. Con- 
versely, N asteroides more often 
causes pulmonary infections, often 
with subsequent dissemination.’ 

The purpose of this article is to re- 
port a case of disseminated N brasi- 
liensis infection in a patient with 
advanced Hodgkin disease who was 
receiving combination chemotherapy. 
Four similar cases have previously 
been reported.*-* 


REPORT OF A CASE 


A 40-year-old man was admitted to the 
Long Beach Veterans Administration Hos- 


pital for the second time on November 19, 
1974, with a four-day history of multiple, 
painful subcutaneous nodules, some of 
which were pruritic and ulcerated. Two 
days prior to admission, the patient devel- 
oped fever and chills. There was a past 
medical history of an enlarged left upper 
cervical lymph node. Biopsy of this node at 
another hospital revealed Hodgkin disease, 
and the patient was treated with irradia- 
tion to the mantle area. Seven months 
prior to admission, the patient had a bilat- 
eral painful enlargement of the inguinal 
lymph nodes. During the subsequent four 
weeks, he had a 15-pound weight loss that 
was associated with night sweats and fe- 
ver. He was admitted to the hospital in 
June 1974 for reevaluation of his Hodgkin 
disease and was noted to have hepatosple- 
nomegally. Biopsy of a left inguinal lymph 
node revealed Hodgkin disease of mixed 
cellular type. A lymphangiogram was in- 
terpreted as abnormal, and bone scan stud- 
ies revealed areas of increased uptake in 
the skull and dorsal-lumbar spine. Bone 
marrow and liver biopsy specimens showed 
no evidence of Hodgkin disease. Chemo- 
therapy was instituted with nitrogen mus- 
tards, vincristine sulfate, procarbazine, 
and prednisone. The patient continued to 
feel ill, complaining particularly of night 
sweats, fever, and weight loss. He had 
completed four cycles of MOPP at the time 
of onset of his initial complaints. 

Physical examination revealed a chroni- 
cally ill patient with a temperature of 36.5 
C (99.7 F). He had multiple, tender subcu- 
taneous nodules on the trunk and all ex- 
tremities that ranged from 1.5 to 3 em in 
diameter. The skin overlying these lesions 
was warm and erythematous. One lesion 
on the right upper anterior part of the 
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Fig 2.—Smear from lesion showing typical filamentous, branching Gram-positive struc- 
tures. (Gram stain, original magnification x 540). 


chest and another that involved the upper 
medial part of the right arm had supu- 
rated with resultant purulent base, and nu- 
merous satellite punctate pustules (Fig 1). 
One of the nodules over the lateral part of 
the left thigh had ulcerated to form a sinus 
about 0.5 em deep. Axillary and inguinal 
lymph nodes were bilaterally enlarged and 
tender. The lower margin of the liver was 
palpated 5 cm below the right costal mar- 
gin, and its vertical span in the midclavicu- 
lar line measured 15 cm. The lower margin 
of the spleen was just palpable below the 
left costal margin. The remainder of the 
physical examination results were within 
normal limits. 

Initial laboratory tests revealed the fol- 
lowing: white blood cell count was 6,200/cu 
mm with a differential showing a shift to 
the left. The hematocrit level was 31.3%, 
and the platelet count was adequate. Chest 
x-ray film revealed an ill-defined infiltrate 
about 2 em in diameter in the middle zone 
of the left lung. Gram stain of aspirates 
from one of the subcutaneous lesions 
revealed fine, branching Gram-positive 
filaments that were also acid-fast. Nume- 
rous pus cells were also seen. Gram stain of 
smears from a transtracheal aspirate 
revealed clusters of Gram-positive cocci 
and purulent exudate. Other routine labo- 
ratory values were normal. Sputa, pharyn- 
geal swabs, blood, urine and aspirates from 
the subeutaneous lesions were sent to the 
laboratory for cultures. 

Nocardiosis was suspected, and therapy 
with 6 gm of sulfadiazine daily and 12 gm 
of nafcillin daily was initiated. Nafcillin 
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was discontinued on the patient's fifth hos- 
pital day, after failure to isolate pathogens 
from the sputum, pharynx, blood, or urine. 


HOSPITAL COURSE 


During the first week in the hospi- 
tal, the patient became afebrile, but 
some of the subcutaneous lesions be- 
came larger, more tender, and fluc- 
tuant. Incision and drainage were 
performed on three lesions, releasing 
0.5 ml of thick purulent exudate from 
each. Gram stain of the drainage re- 
vealed an abundance of fine, branch- 
ing, Gram-positive organisms. Over a 
three-week period, skin lesions be- 
came progressively smaller, and the 
pulmonary infiltrate resolved com- 
pletely. The patient gradually im- 
proved subjectively until the 15th 
day, when a focal seizure occurred. No 
brain abscess could be localized on 
scan or carotid angiographic studies. 
Liver scan revealed multiple ill-de- 
fined areas of decreased uptake, sug- 
gestive of abscess or other space- 
occupying lesions. The patient was 
discharged during the fourth week of 
hospitalization and has returned to 
work with no further evidence of re- 
current infection. 


MYCOLOGY 


Material aspirated from subcutane- 
ous abscesses revealed characteristic 


Gram-positive, fine, branching fila- 
mentous organisms (Fig 2). Growth 
on Sabouraud glucose agar at 27 C 
was slow, yielding a small, creamy to 
light-orange, cerebriform colony af- 
ter ten days. Direct smears from the 
culture plate revealed that the orga- 
nism was Gram-positive and moder- 
ately acid-fast. The organism grew 
well on a culture medium that con- 
tained 0.4% gelatin. Casein hydrolysis 
and urease production were positive, 
and the organism remained acid-fast 
after growth in milk for 14 days. 

These characteristics identify the 
organism as N brasiliensis, distin- 
guishing it from N asteroides, Acti- 
nomyces, and Streptomyces. 


COMMENT 


Systemic infection caused by N as- 
teroides in the compromised host is 
well documented in the literature.’ 
Similar disease caused by the less 
virulent organism N brasiliensis is 
less well recognized, with only four 
previously reported cases.°* Human 
N brasiliensis infections are usually 
localized to the skin, subcutaneous 
tissue, and lymphatics, resulting in 
mycetoma, sporotrichoid, or chan- 
criform nocardiosis.* 

Malignant lymphoreticular dis- 
orders such as Hodgkin disease, cer- 
tain cytotoxic drugs, and cortico- 
steroids compromise the body's 
surveillance mechanisms by their ef- 
fect on T-Iymphocyte-mediated cellu- 
lar immunity. This process is believed 
to facilitate the invasion of tissue by 
saprophytic organisms such as No- 
cardia." It has been observed that 
patients with nocardial infections 
who receive corticosteroids or anti- 
neoplastic agents show higher mor- 
talities than do individuals who do 
not receive these drugs, even in the 
presence of severe underlying dis- 
ease." The administration of corti- 
sone to laboratory animals decreases 
their resistance to infection caused by 
several strains of Nocardia. Such cor- 
tisone-treated animals exhibit both 
greater morbidity and more rapid 
mortality than do normal controls.” 
These observations suggest that in- 
creased susceptibility to opportunistic 
infection is more substantially influ- 
enced by the administration of cy- 
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t drugs: and corticosteroids than 
he underlying: disease alone. - 


n pulmonary“ infiltration, central 
ryous system signs and symptoms, 
her evidence of deterioration in a 
promised host should always sig- 
e possible existence of infec- 
rom an opportunistic organism.’ 
patient, the simultaneous ap- 
nee of subcutaneous abscesses, 
rations, and fistuli provided a 
of necrotic tissue, which when 
ned, “appropriately yielded the 

































D, Russel E Jr, Remington JS: The 
promised host and infection: II. Deep fungal 
don. J Infect Dis 120:169-191, 1969. 
Young LS, Armstrong D, Blevins A, et al: 
rd: asteroides infection complicating neo- 
> disease. Am J Med 50:356-367, 1971. 
Demis DJ, Crounse RG, Dobson RL, et al, 
linical Dermatology. New York, Harper 
ublishers, 1974, vol 3, section 16, chap 





" Gottales ( ETA A: Mycetoma caüsed by No- 
; brasiliensis: With a note on the isolation 
We. adu from. soil. Lab Invest 11:1118- 










he association of unexplained fe- 


72 . Arch Dermatoi—Vol 112, March 1976 


| correct. diagnosis, In the E E 


reported cases, multiple subcutaneous 


abscesses, often with ulceration, also 
have been the most common cutane- 
ous manifestations of disseminated N 


brasiliensis infection. 


Appropriate treatment with sulfa- 
diazine resulted in our patient's com- 


plete recovery. Resolution of the pul- 
monary infiltration in response to 
sulfadiazine is suggestive evidence 
that Nocardia was the 
agent, although the organism was not 
recovered from the sputum. 
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. An attempt is made to organize our 
Ws | este knowledge about genetically de- 
termined disorders of keratinized tissue, 
| which primarily affect the epidermal 
VOCE _ structural proteins. Type | defects are 
these involving a change in a single 
amino acid and are analogous to sickle 
. cell anemia. Type Il defects are associ- 
ated with abnormal retention of a normal 
c structural protein intermediate. Type lii 
. defects are related to alterations in the 
< ‘normal post-translational cross-linking 
- seen in keratinized tissues. Type IV de- 
tects are associated with altered propor- 
tions of fibrous proteins and are analo- 
gous to thalassemia. in type V defects, 
primary genetic disorders of other tissues 
profoundly affect keratinization in a sec- 
ondary fashion. Examples from genetic 
disorders of the hair and epidermis are 
used to build this conceptual scheme. 
rch Dermatol 112:375-378, 1976) 
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Molecular Mechanisms of Genetic 
isorders of Keratinization 


o completely understand the mo- 
lecular pathophysiology of inher- 

ited skin diseases requires extensive 
knowledge of the normal biochemical, 
biophysical, and cytological events 
occurring during proliferation and 
maturation of the epidermis and epi- 
dermal derivatives. Several kinds of 
molecular mechanisms are responsi- 
ble for the pathobiological features 
observed in genetically determined 
epidermal diseases. In order to sys- 
tematize our current knowledge of 
these diseases, the Table was con- 
structed from a general knowledge of 
genetic diseases and a current knowl- 


edge of epidermal biology. Such a 


conceptual outline allows specific hy- 
potheses concerning the cause of the 
defects in specific diseases to be 
tested. This discussion will be concep- 
tual and hypothetical in nature; the 
reader is referred to the original pa- 
pers for biochemical details and tech- 
niques. Our knowledge of epidermal 
biology is still incomplete; with im- 
proved knowledge, the classification 
of diseases will be more precise. We 
present this classification as a work- 
ing classification suitable for our cur- 
rent knowledge. 

Many genetic diseases are caused 
by altered molecular mechanisms dur- 
ing or after the ribosomal phase of 
protein synthesis. After the ribo- 
somal phase of protein synthesis 
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("translation" of the messenger CE 
RNA),  post-translational = modi- > 
fications of proteins. occur: these — 
include hydroxylation. of. proline and — 
lysine; formation of intrachain di- 
sulfide bonds; formation of other 
covalent cross-links, “such as e(y 
glutamyl)lysine cross-links; | and. Wr 
cleavage of segments of precursor Que 
molecules. These modifications pro- ^. 
foundly affect the chemical and physi- > 
cal properties of the finally formed |. 
structural protein. a 
The Figure gives a diagrammatic . 
presentation of four of the types of < < 
defects to be discussed. In A, thereis ^. 
a single base change in DNA leading — — 
toa change in a single amino acid ofa 
structural protein, which results in 
abnormal chemical and physical prop- — 
erties (type I defect). In B, a pre- Dm 
cursor of a protein fails to have a 
segment cleaved by a proteolytic et 
zyme; this leads to persistence of this 
protein in an intermediate form and 
a failure of the protein to enter nor- 
mal metabolie pathways (type II de- 
fect). In C, two of the ways kera- 
tinized proteins are cross-linked are . 
depicted. Disulfide bonds, which are M 
probably catalyzed by copper-contain- - 
ing enzymes, form intramolecular 
and intermolecular cross-links. The e- 
(y-glutamyl)lysine bonds are form 
between two separate peptide ch: 
by the action of an enzyme. De 
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Four types of genetic defects. A, single base change in DNA leads to abnormal structural 
protein (type | defects). B, a precursor of protein is not cleaved because of enzymatic 
deficiency (type Il defects). C, two main cross-linking systems of keratinized tissues are 
disulfide bond and «-(y-giutamyl)lysine; defects in these post-translational bonds lead to 
type Hil defects. D, abnormal and normal tissues contain same three proteins, but in very 





different proportions (type IV defects). 


in these cross-linking systems are 


|. ;ealled type III defects. In D, normal 


proteins are formed in the keratiniz- 
ing tissues but are formed in de- 
cidedly different proportions (type IV 
defects). 


ABNORMAL STRUCTURAL 
PROTEIN (TYPE | DEFECTS) 


The first recognized molecular 
mechanism for a genetic disease was 
the difference of a single amino acid 
in the structural protein hemoglobin 
in the blood of patients with sickle 
cell anemia and of persons with nor- 
mal blood. In this kind of defect, a 
single base change in DNA leads to 
an alteration of a single amino acid in 
a protein. A single amino acid substi- 
tution in a protein can cause marked 
changes in the physical and chemical 
properties of the molecule, and such 
altered properties of an epidermal 
structural protein might be mani- 
fested by retention of stratum cor- 
neum. Recent progress in the analysis 
of the structural proteins of kera- 
tinized tissues now allows the de- 
tailed structural analysis of these 
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proteins. The presence of these type I 
defects may now be detectable by di- 
rect protein analysis in diseases such 
as the dominantly inherited forms of 
keratosis palmaris et plantaris and 
the dominant forms of ichthyosis. 
These dominantly inherited diseases 
have a reasonable possibility of hav- 
ing abnormal structural proteins. 


ACCUMULATION OF PRECURSOR 
PROTEIN (TYPE Il DEFECT) 


The type II defect is a defect com- 
mon to many genetic diseases. It is 
characterized by retention of a nor- 
mal intermediate form of a structura: 
protein, lipid, or mucopolysaccharide. 
In dermatosparaxis, a connective tis- 
sue disease of cattle and sheep, char- 
acterized by friable dermis, a pre- 
cursor of collagen with an additional 
N-terminal amino acid segment per- 
sists because of the nonfunctioning of 
a proteolytic enzyme.'? This abnor- 
mal collagen precursor cannot form 
normal intermolecular cross-links; 
this results in abnormal collagen, 
with very low strength and elasticity. 
One type of Ehlers-Danlos syndrome 





in humans has an analogous defect. 
In many of the lipid and mucopoly- 
saccharide storage disorders, includ- 
ing Hunter syndrome, Hurler syn- 
drome, and Gaucher disease, a normal 


structural intermediate of a muco- 


polysaccharide or lipid structural 
molecule accumulates. The abnormal 


. protein, lipid, or polysaccharide is 


often identifiable by biochemical, 
electron microscopical, or histochemi- 
cal techniques. 

One of the recently characterized 
defects of keratinization, the harle- 
quin fetus, with its accumulation of 
an epidermal protein precursor, may 
be a type II defect. The child, often 
born prematurely, is covered with 
large, yellow plaques over his entire 
body and scalp, while the hands and 
feet may be covered with tight, glis- 
tening, keratinous lesions giving the 
appearance of gloves. The individual 
cells of the stratum corneum are not 
shed, and no individual squames are 
present in the amniotic fluid. Ectro- 
pion extensive enough to obliterate 
the eye, eclabium, absent pinnae, 
and distortion of the alae nasi are 
constant features of the syndrome. 
Shortly after birth, the child dies. The 
inheritance of the disease is auto- 
somal recessive. X-ray diffraction 
analysis? of the stratum corneum of a 
harlequin fetus shows the presence of 
an abnormal, fibrous protein with a 
cross-B configuration, whereas analy- 
ses of the stratum corneum from nor- 
mal skin and from skin affected by 
other forms of ichthyosis (including 
that of collodion babies) show only a- 
helical fibrous proteins. Melting stud- 
ies of the proteins in the stratum 
corneum confirm these findings.” The 
abnormal protein may be a precursor 
with a higher molecular weight of one 
of the normal epidermal proteins, 
which has not degraded and which 
has accumulated during fetal life.’ 


INCOMPLETE MODIFICATION 
OR CROSS-LINKING 

OF STRUCTURAL PROTEINS 
(TYPE Ili DEFECTS) 


Type III defects are post-trans- 
lational in nature. One well-recog- 
nized disease with a type III defect 
is a type of Ehlers-Danlos syndrome 
with hydroxylysine-deficient colla- 
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Type Mechanism 


i | Single amino acid substitution 
T in structural proteins 


x i ET Accumulation of abnormal 


amounts of a normal pre- 
cursor of a structural protein 


"t Incomplete modification or- 
cross-linking of structural 
proteins, due to enzyme 


deficiency or cofactor deficiency 


IV Altered rates of synthesis of 
components of multicom- 
ponent systems 


uxqdo.Ww Tissue changes due to primary 


genetic disease of unrelated , 


Possible Examples in Keratinized 
Tissues 
Dominant keratosis palmaris 
et plantaris 
Harlequin fetus 


Cartilage-hair hypoplasia; 
internal-root sheath and 
medulla hair shaft defects; 
Menkes syndrome 


Lamellar ichthyosis; trichoschisis 
(Low sulfur hair) 


Richner-Hanhart syndrome; 
argininosuccinicaciduria 














tissues 


gen The activity of lysyl hydroxy- 


d a -lase. is greatly diminished in this 
disorder, preventing the formation of 
several of the collagen cross-links. 


-Cartilage-hair hypoplasia (CHH), a 
disease in which there is evidence of 
..abnormal disulfide bonding in the 
hair, is an example of a type III de- 
fect.’ Cartilage-hair hypoplasia is a 


pare, autosomal-recessive disorder oc- 


curring with high frequency in indi- 
viduals of the Old Order Amish com- 
munity.^ The affected individuals 
have short-limbed dwarfism with 
metaphyseal dysostosis, fine scalp and 
body hair, and sometimes fatal vari- 
cella," associated with abnormalities 
in both B- and T-cell function. The 
hair in CHH is thinner,” is lighter in 
color than normal,” is occasionally el- 
lipsoid,? and has a normal sulfur con- 
tent.” It has a normal structure under 

scanning electron microscopical ex- 
. amination, except for increased spac- 
= ing between overlapping cuticular 


.—.- - .seales." 
In our study? the hairs in CHH 
^. showed a normal 
.— mentous component in x-ray diffrac- 


a-helical  fila- 


tion and ultrasonie mechanical stud- 
ies. When extended in water, the 
stress-curves of CHH hair were no- 
tably abnormal and resembled stress- 
eurves of hair with reduced disulfide 
bonds. Mild oxidative treatment with 
395 hydrogen peroxide restored CHH 
. hair to grossly normal mechanical 


.— - properties. 


Extraction of hair proteins from 
HH hair, with 6M urea and 0.1M 
 mereaptoethanol at pH 9.0 and with 
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6M disulfide and 0.1M mercaptoetha- 
nol at pH 10.6, showed less solubil- 
ization of the hair proteins than is 
seen in normal hair. Electrophoretic 
studies of these isolated proteins 
showed the helical, filamentous com- 
ponent of the solubilized proteins to 
be decreased. It was paradoxical that 
hair possessing the mechanical fea- 
tures of hair with reduced disulfide 
bonds had decreased extractability, 
since disulfide rupture is a pre- 
requisite for extracting hair proteins. 
One possibility is that some of the 
disulfide bonds may be more difficult 
to reduce in CHH hair than in normal 
hair, because of an abnormality in 
their location in the protein. 

The disulfide bonds are formed af- 
ter protein synthesis. Enzyme sys- 
tems responsible for normal disulfide 
bond formation have been described, 
but their role in the normal metabo- 
lism of the hair is not yet complete. In 
CHH, abnormal function of the di- 
sulfide cross-linking system may lead 
to abnormalities in the hair and to ab- 
normalities in the function of other 
tissues affected in this disease. 

Menkes syndrome-a disorder char- 
acterized by X chromosome-linked in- 
heritance; low serum copper and se- 
rum ceruloplasmin levels; reduced 
intestinal copper absorption"; mental 
retardation; hypothermia; cerebral 
degeneration; sparse, twisted hairs, 
with the morphological features of 
pili torti; and a decrease in the num- 
ber of disulfide bonds present in 
hair—also has a defect in one of the 
mechanisms responsible for forming 
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Examples in Other Tissues 
Hemoglobinopathies 


Dermatosparaxis (in cattle and 
sheep); type Vil Ehlers-Danlos 
syndrome; mucopolysaccharide 
storage 

Type VI Ehlers-Danlos syndrome 
(hydroxylysine-deficient 
collagen) 


Thalassemia 


Brain damage in phenylketonuria 


disulfide bonds. As previously dis-. 


cussed, the enzymes that increase the... 


rate of disulfide bond formation may 
be copper-dependent. In Menkes syn- 
drome, a deficiency of copper cofactor 
is manifested as a disorder of kera- 


tinization, with abnormal disulfide — 


cross-linking in the hair. | 

The discovery of nondisulfide cross- 
links in the medulla and the internal : 
root sheath of the hair causes one to 
consider that some of the hair shaft 
disorders with abnormal internal root 
sheaths, such as Netherton disease, 


pili torti, and monilethrix, may have 


abnormalities related to this enzyme 
system. The internal root sheath is 
responsible for the mechanical stabil- 
ity of the newly formed hair cortex; a 
defect of the transglutaminase'*" 
forming the  e(y-glutamyl)lysine 
cross-link in hair shafts could lead 
to morphologicaly abnormal hairs. 
Studies to test these hypotheses are 
in progress. 


EPIDERMAL GENETIC 
DISEASES WITH NORMAL 
STRUCTURAL PROTEINS 

(TYPE IV AND V DEFECTS) 


Until very recently the molecular 
basis of thalassemia was not com- 
pletely defined. Studies now suggest 
that the basic defect is related to al- 
terations in the rate of synthesis of 
different hemoglobin chains (type IV 
defect). Some forms of ichthyosis may 


- be examples of defects of this type, 


as shown by preliminary laboratory 
studies of their epidermal structural 
proteins by gel electrophoresis. 
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There is another group of inherited 
disorders, eg, argininosuccinicaci- 
duria and tyrosinemia, in which the 
genetie nature of the disease and the 
nature of the chemical defect are 
dear, but for which the mechanism of 
"the production of the altered kera- 
 tinized tissue is not well understood. 
These diseases are useful to consider, 


© as they can lead to new under- 


i standing of epidermal metabolism 


U add pathobiology. Tyrosinemia is the 


cause of one form of keratosis pal- 
maris et plantaris, the Richner-Han- 
hart syndrome (RHS), and is an ex- 
ample of a type V genetic defect in 
which the pathophysiologieal rela- 
tionship of the metabolic defect to the 
resultant pathological changes in the 
skin has not yet been clarified." 

The Richner-Hanhart syndrome is 
a rare, autosomal-recessive disease, 


e characterized by corneal opacities and 
= uleers, punctate palmar and plantar 
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keratosis, and mental retardation. ° 


A summary of the biochemical and 
clinical findings in five cases of RHS 
has been published." 

In one patient with RHS we exam- 
ined and treated, tyrosinemia oc- 
curred in the absence of vitamin C 
deficiency, cirrhosis, or renal tubular 
dysfunction. Treatment with a low- 
phenylalanine, low-tyrosine diet was 
associated with clearing of the eye 
and skin lesions and with the amelio- 
ration of the metabolic abnormalities. 
The rapid clearing of the corneal and 
cutaneous lesions in response to the 
diet suggests a causal relationship be- 
tween the epithelial lesions and the 
metabolic defect. A deficiency of sol- 
uble tyrosine transaminase is the bio- 
chemical explanation for increased 
tyrosine levels in this disease. 

In rats, experimental dietary ex- 
cess of tyrosine resulted in the ap- 
pearance of corneal lesions and hy- 
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RHS.” During experimental feeding, 


concentrations of tyrosine in the 
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lysosomal aetivation, leading to in- 
flammation and neovascularization. 
The clinical and biochemical features 
of RHS and of the experimentally in- 
duced disorder in the rats suggest 
that some distinctive pathological 
changes are taking place. These dis- 
orders also give an indication of 
the many factors that may manifest 
themselves as abnormal keratiniza- 
tion. 
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sorne faces can take harsh. abrasives 


Your young acne patients aren't 
dummies. They want and deserve 
over-scrub protection. Not the rough, 
irritated skin a sandpapery cleanser 
can cause. 


That's where Komex® comes in. 
No other scrub cleanser is so mild, yet 
effective. When used with ample water, 
patented Komex SCRUBULES™ 
(sodium tetraborate decahydrate) 
break down and dissolve completely as 
they deep-clean troubled skin. The 
amount of water you advise a patient 
to use determines the length of time 
SCRUBULES last — giving you even 
more control over abradancy. Komex 


virtually eliminates the danger of 
uncomfortable over-scrub often 
associated with non-dissolving 
abradants. 


No drying and flaking with Komex. 


Komex contains a unique skin 


conditioning ingredient to prevent the 
drying and flaking which results from 
other acne scrubs. Your patients will 
enjoy that Komex feeling because it 
leaves faces feeling fresh and clean. 


Barnes-Hind Laboratories 
Division of Barnes-Hind Pharmaceuticals, Inc. 
895 Kifer Road 


Sunnyvale, California 94086 


KOMEX...the only dissolving 


acne scrub 
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Aluminum Oxide particles (corundum) re- 
duced from x100. Rated next to diamond 
in hardness on Mohs’ scale,! these particles 
are typically sharp-edged, rigidly-shaped, and 
will not dissolve. 





Polyethylene particles reduced from x100. 
Rated low on the Mohs' scale, these particles 
will not dissolve in water. The nonuniform 
size, shape and surface provide abradancy 
because of roughness. 





Komex SCRUBULES reduced from x 100. Uni- 
form, smooth-edged particles rate low to me- 
dium on Mohs' hardness scale. Tough enough 
to do the job effectively, they dissolve com- 
pletely in 60 seconds when mixed with 
water.? 


! The Mohs' scale is a commonly-used refer- 
ence point for comparing the hardness of 
materials. 

2 CUTIS, Aug. 1974. “Abradant Cleansina 
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Atarax 
(hydroxyzine hydrochloride) 


TABLETS: 10 mg, 25 mg, and 50 mg 


rapid antianxiety action 
2. demonstrated antihistaminice activity 


Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when administered to the 
pregnant mouse, rat, and rabbit, induced fetal abnormalities in the rat at doses substantially above 
the human therapeutic range. Clinical data in human beings are inadequate to establish safety in 
early pregnancy. Until such data are available, hydroxyzine is:Contraindicated in early pregnancy. 


Precautions: Hydroxyzine may potentiate the action of central nervous system depressants 
such as meperidine and barbiturates. In conjunctivedse, dosage for these drugs should be 
reduced. Because drowsiness may occur, patients'should be cautioned against driving a car or 
operating dangerous machinery. 


Adverse Reactions: Drowsiness may ocouf; if so, it is usually transitory and may disappear in a 
few days of continued therapy or upon.dosage reduction. Dryness of the mouth may occur with 
higher doses. Involuntary motor aotiVity, including rare instances of tremor and convulsions, has 
been reported, usually with higher than recommended dosage. 


Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine 

hydrochloride, 100:s'and 500's; Tablets, containing 100 mg, 

100's; Syrup, containing 10 mg per teaspoonful (5 ml) and ethyl Pfizer, 
alcohol 0.5% v/v, pint bottles. ROCRIG 


nis M , : A division of Pfizer Pharmaceuticals 
Before prescribing or administering, see package circular. New York, New York 10017 


now...MACRO-ECONOMY 
for your patients 


new MACRO-TUBE.../5 grams 


Cort. Do 


(hydrocortison 


NDC 0026-1641-75 
164170 


Lg nw oR e 


micronize 


® 
me 1z 
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acid DH 





d, microdispersed hydrocortisone... 


micro-priced per gram 


skin lesions 


Indications: For relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. Contraindications: 
Topical steroids are contraindicated in varicella and vac- 
cinia. Topical steroids are contraindicated in those patients 
with a history of hypersensitivity to any of the components 
of the preparation. Precautions: If irritation develops, the 
product should be discontinued and appropriate therapy 
instituted. In the presence of an infection, the use of appro- 
priate antifungal or antibacterial agents should be instituted. 
If a favorable response does not occur promptly, the corti- 
costeroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated 
or if the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid and 
suitable precautions should be taken. Although topical ste- 
roids have not been reported to have an adverse effect on 
pregnancy, the safety of their use in pregnant females has 
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dependable relief of inflamed, itching, edematous 


Acid Mantle* therapeutic vehicle helps restore 
normal acid skin pH 


time-tested effectiveness and safety 


be used extensively on pregnant patients, or in large 
amounts, or for prolonged periods of time. The product is 
not for ophthalmic use. Adverse Reactions: The following 
local adverse reactions have been reported with topical 
corticosteroids: burning, itching, irritation, dryness, follicu- 
litis, hypertrichosis, acneform eruptions and hypopigmen- 
tation. The following may occur more frequently with 
occlusive dressings than without such therapy: maceration 
of the skin, secondary infection, skin atrophy, striae and 
miliaria. Dosage and Administration: Apply to affectec 
areas 3 or 4 times daily. Caution: Federal (U.S.A.) law pro- 
hibits dispensing without prescription. For external use 
only. Store at controlled room temperature (59°-86°F). 


Dome Laboratories 


Ae. Division Miles Laboratories Inc 


\AlAct Loc dumm ID Imma ALe MICA 






Therapy Review 


iney S. W. Basler, MD 


* ‘in the course of the last two years, a 
: P pH “tremendous amount of controversy has 
-o been raised over dangers accompanying 
0 y the use of the antibiotic clindamycin. The 
.. . controversy has been stimulated by 
|. recent reports of fatalities from pseudo- 
“> membranous colitis associated with clin- 
^. damycin therapy. Varying greatly in 
degree of severity, the colitis has been 
reported in as high as 1096 of all patients 
. using the drug. The pertinence of such 
“data, however, in a young, healthy acne 
< population receiving small maintenance 
doses is questionable. Nevertheless, be- 
cause of these reports, the use of clinda- 
->o mycin in the treatment of many of the 
- conditions for which it was previously 
. considered. indicated, including acne, is 
being seriously reevaluated. 
ch Dermatol 112:383-385, 1976) 










^Wlindamyein is synthetically de- 

AA rived from lincomycin by replac- 
ing a hydroxyl group with a chloro 
substituent. The parent compound is 
an antibiotic produced by the actino- 
mycete, Streptomyces linconensis, so 
named because it was first isolated 
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from a soil sample obtained at 
Lincoln, Neb, by Mason et al in 1962.' 
This modification has resulted in a 
more potent antibiotic with more effi- 
cient absorption and a broader spec- 
trum of activity." Clindamycin has 
been shown to be effective in infec- 
tions caused by most strains of 
staphylococci, streptococci, and pneu- 
monococci, and has been used success- 
fully in severe cases of acne’ that are 
unresponsive to other forms of anti- 
biotic treatment. In 1971, Marples and 
Kligman* compared the effect of clin- 
damycin, still considered an experi- 
mental drug at that time, with various 
other antibiotics in altering the micro- 
flora of human skin. They reported 
substantial reductions in the density 
of Corynebacterium acnes on the fore- 
heads of volunteers using clindamy- 
cin. Although the group studied was 
small and somewhat atypical, they 
found that effective amounts of the 
antibiotic were being delivered to the 
skin surface. The fact that systemic 
clindamycin therapy has been proven 
effective in the treatment of impetigo 
in well-controlled clinical trials? also 
indicates that adequate levels of the 
drug traverse the skin to combat 
surface bacteria. 

In 1972, Cunliffe et al? studied 21 
patients with severe aene vulgaris, six 
of whom had failed to respond to 
adequate trials of tetracycline. The 


patients began therapy with 150 mg = 
of clindamycin daily for two months 
and were examined every four weeks. 
The authors reported marked clinical 
improvement in all patients in the 
study, with many subjects noting . 
initial clearing within two weeks of- 
beginning the drug. The clinical 
response was associated with a sub- . 
stantial decrease in surface free fatty 
acids with a corresponding inerease in 
triglyeerides. The sebum excretion 
rate, however, remained virtually un- 
changed. These investigations sub- 
stantiated the clinical observations of 
most dermatologists that many diffi- 
cult aene cases are considerably 
improved by clindamycin therapy. ==- 
Unfortunately, the recently reported /... 
occurrence of severe and rarely fatal —— 
colitis associated with the use of this . 
drug has raised serious questions =o 
concerning its place in the treatment | CIA 
of acne. E 
In early 1973, Cohen et al’ reported == 
three patients with acute lower bowel 
symptoms beginning during, or short- —. 
ly after, a course of orally adminis- . . 
tered clindamycin therapy at the 
recommended dosage of 150 mg four 
times daily. Proctoscopic examination 
of these patients revealed "elevated, 
cream-colored plaque-like lesions su- . 
perimposed on an erythematous mu- . 
cosa that was either friable or edema- 
tous.” All patients responded to treat- 
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ment and had normal bowel function 


a at the time of the report. Later in the 
<o same year, Shimkin and Link* re- 


: ported the radiographic findings in 


^ — two more cases of clindamycin-asso- 


ciated colitis. The condition took very 
different courses in these two pa- 
tients. A 34-year-old woman re- 
sponded rapidly to a lactose-free diet 
and orally administered steroids and 
was discharged symptom-free in one 
week. However, a 70-year-old woman 
did not respond, to any form of ther- 
apy, diarrhea became severe, and 
death occurred one month after 
admission. 

In April 1974, two more series of 
. patients with clindamycin-associated 
colitis were reported. A group from 
the Mayo Clinic described three 
patients who developed gastrointes- 
tinal symptoms of abdominal pain, 
low-grade fever, and occasional hema- 
tochezia after taking clindamycin 
orally at a dosage of 150 mg four times 
per day for periods ranging from 
three to ten days. Proctoscopic exami- 
nation of these patients revealed the 
same type of cream-colored plaques 
overlying friable, edematous mucosa 
as described by Cohen et al.’ All three 
responded to treatment, with resolu- 
tion of lesions and symptoms in four 
to six weeks. In the other series, 
Tedesco et al’? reported an additional 
three patients who developed colitis 
after receiving larger doses of the 
drug. Two of the patients had received 
300 mg orally every six hours for 
seven and eight days respectively, and 
a third had received 300 mg orally 
every eight hours for ten days. All of 
the patients recovered with treat- 
ment. The authors emphasized the 
fact that radiologie findings were 
eonsistent with those seen in pseu- 


^. domembranous colitis that occurred in 


association with other antibioties. 
These initial descriptions have been 
followed in recent months by numer- 
. ous additional ease reports''?* which 
leave little doubt that such an associa- 
tion does, in fact, exist. 

In order to better understand this 
association between clindamycin and 
colitis, and to better determine its 
incidence, Tedesco et al” performed a 
prospective study of 200 consecutive 
patients who received clindamycin 


384 Arch Dermatol—Vol 112, March 1976 





either orally or parenterally for vari- 
ous indications. The results of this 
study showed a 21% incidence of 
diarrhea and a 10% incidence of pseu- 
domembranous colitis. These figures 
are much higher than would be 
expected from the incidence reported 
by the manufacturer of one per 50,000 
to one per 100,000 courses of treat- 
ment (letter to physicians, The Up- 
john Co, Aug 16, 1974).** In this study, 
diarrhea was defined as the oc- 
currence of more than five loose stools 
per day, and all patients with diarrhea 
underwent proctoscopic examination. 
All patients of this group who showed 
any plaques overlying inflamed muco- 
sa were defined as having colitis. This 
represents an anatomical rather than 
a clinieal definition, and may explain, 
in part, the unexpectedly high inci- 
dence rate. In all cases, the patients 
recovered from their symptoms, and 
repeat proctoscopic examinations 
done between six weeks and six 
months after remission have been 
normal. 

While other prospective studies 
similar to that of Tedesco et al are 
underway, confirmatory results are 
still not available. In a recent edito- 
rial, Wells*' stated that the findings of 
Tedesco et al are "consonant" with his 
own experience. Ramirez-Ronda" has 
retrospectively estimated the inci- 
dence to be "much less frequent than 
10%.” He noted an incidence of 
between one in 5,000 and one in 10,000 
in the Dallas area in the period from 
1971 to 1973. However, Wilson? has 
reported a remarkably different expe- 
rience with the drug. In retrospec- 
tively evaluating the use of clinda- 
mycin in approximately 22,000 pa- 
tients during a four-year period, he 
reports not a single case of colitis and 
only one patient with diarrhea! A 
satisfactory explanation for the tre- 
mendous disparity between these 
studies is not readily apparent. Such 
variables as differences in definition 
of morbidity, patient availability for 
follow-up examinations, individual re- 
porting practices, as well as unknown 
geographical factors may contribute 
to the difference. 

Fortunately, as indicated in the 
study of Tedesco et al, the over- 
whelming majority of patients with 


pseudomembranous colitis will re- 
spond to therapy and recover without 
sequelae. In a large series of predomi- 
nantly unpublished cases, Ramirez- 
Ronda® has described four deaths 
among approximately 60 patients 
with clindamycin-associated colitis in 
the Dallas area. In one of these 
patients, the cause of death was 
probably unrelated. Therapy is ba- 
sically supportive, with immediate 
cessation of the drug; fluid and elec- 
trolyte replacement is of paramount 
importance. Systemic steroids and 
hydrocortisone enemas" may also be 
beneficial. A recent report of prompt 
remissions following treatment with 
cholestyramine resin? is also promis- 
ing. This therapy may prove benefi- 
cial in the future if the early results 
ean be duplieated in a larger series of 
patients. The use of opiates such as 
the diphenoxylate hydrochloride-atro- 
pine mixture (Lomotil), remains high- 
ly controversial. While Tedesco et al"? 
used this drug in the successful 
management of his 20 patients with 
colitis, Ramirez- Ronda? observed the 
most severe complications when 
opiates were prescribed for sympto- 
matic therapy. Pittman® has sug- 
gested that the decreased colonie 
motility resulting from diphenoxylate 
hydrochloride-atropine therapy may 
enhance the mucosal toxicity of the 
antibiotie or a metabolite by increas- 
ing contaet time. This implies the 
possibility that diarrhea may be a 
protective mechanism in these pa- 
tients. 

With the establishment of pseu- 
domembranous colitis as a potential, if 
somewhat rare, complication of clin- 
damycin therapy, the use of this drug 
in the treatment of aene must be 
carefully reevaluated. The majority of 
authors, 12:1921.22.24,37.39 as well as the 
Food and Drug Administration panel 
of consultants,” have stressed that the 
drug be used judiciously, and limited 
to eases of serious infections in which 
it is clearly superior to other available 
antibiotics. It is questionable if the 
use of clindamycin in the manage- 
ment of most cases of acne can be 
justified by these criteria. As stated 
at the recent Senate hearings, “about 
20% of the total clindamycin use has 
been for two indications—bronchitis 
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d aad acne—that are not recommended 
— by the Upjohn Company or approved 
. "by the Food and Drug Administra- 
 tion."* Prospective studies currently 
eing undertaken will probably show 
the incidence of colitis associated with 
 —elindamycin to fall somewhere be- 
tween the one in ten? and one in 
.. ...1000000" rates reported previously. 
— . The rates for aene patients, who 
usually can be controlled on a minimal 
dosage and generally represent a 
. young and healthy patient population, 
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could be predicted to be lower than in 
other groups. The manufacturer cur- 
rently has on file six reports of colitis 
occurring in patients being treated 
for acne with clindamycin (personal 
communication, G. L. Royer, The 
Upjohn Co). This would represent an 
extremely small incidence among the 
estimated one million acne patients 
who have received therapy with the 
drug." However, until such incidence 
rates and risk factors are better clar- 
ified, it would be prudent for the 
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clinician to limit clindamycin use to 
those appropriate cases of nodulo- 
cystic acne that have not responded to _ 
more conservative therapy with anti- — 
biotics of proven safety and efficacy. 
In addition, the fact that the FDA has 
not yet approved clindamycin for the 
treatment of any form of acne must - 
be considered. | 
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| Summary of Prescribing Information 


DESCRIPTION 

Synemol has the chemical name óa, 9a- 
difluoro-16a-hydroxyprednisolone-16, 17- 
acetonide. 

The vehicle is a water-washable aque- 
ous emollient base of stearyi alcohol, 
cetyl alcohol, mineral oil, propylene gly- E. 
col, sorbitan monostearate, polyoxyeth-  — 
ibd sorbitan monostearate and citric 
acid. 


INDICATIONS 

For relief of the inflammatory manifesta- 

alas of corticosteroid-responsive derma- 
Oses. 


CONTRAINDICATIONS 


Topical steroids are contraindicated in 
vaccinia and varicella. Topical steroids 
are contraindicated in those patients 
with a history of hypersensitivity to any of 
the components of the preparation. 


PRECAUTIONS 


If irritation develops, the product should 
be discontinued and appropriate ther- 
apy instituted. 

In the presence of an infection the use of 
an appropriate antifungal or antibacte- 
rial agent should be instituted. 

if a favorable response does not occur 
promptly, the corticosteroid should be 
discontinued until the infection has been 
adequately controlled. 

If extensive areas are treated or if the 


occlusive technique is used, the possibil- .. 


ity exists of increased systemic absorp- 
tion of the corticosteroid and suitable 
precautions should be taken. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnanoy, the safety of their use in preg- 
nant females has not absolutely been 
established. Therefore, they should not be 
used extensively on pregnant patients, 
in large amounts, or for prolonged peri- 
ods of time. 

This product is not for ophthalmic use. 


ADVERSE REACTIONS 

The following local adverse reactions 
have been reported with topical corti- 
costeroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acne- 
form eruptions, hypopigmentation. 


The following may occur more frequent- 


ly with occlusive dressings than without 
such therapy: maceration of the skin, 
cy infection, skin atrophy, striae, 
miliaria. 


HOW SUPPLIED | 
Synemoi™ Cream 0.025% 
45 and 60 g tubes 


This preparation is available on prescrip- 
tion only. 
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Guidelines for Use of Azaribine 


. jn Treatment of Psoriasis 


These guidelines were prepared by a 
Subcommittee of the Task Force on Psoria- 
sis, American Academy of Dermatology of 


<o the National Program for Dermatology, 
o. with Eugene Farber, MD, as chairman. 
vc. The names of the Subcommittee members 
2o ache participated follow: Charles J. McDon- 


. ald, MD, Providence, RI (chairman); Roger 
C. Cornell, MD, San Diego, Calif: James H. 
Herndon, MD, Dallas; Howard G. Milstein, 
MD, San Diego, Calif: Samuel L. Moschella, 
MD, Boston; Sigfrid A. Muller, MD, 
Rochester, Minn; Sidney Olansky, MD, 
Atlanta; Henry H. Roenigk, Jr, MD, Cleve- 
land; and Richard B. Stoughton, MD, San 
Diego, Calif. 


hysicians contemplating the use 

of azaribine (Triazure) should be- 
come familiar with the chemistry, 
pharmacologic aspects, and toxic ef- 
fects of the drug. Therefore, we 
strongly recommend that these guide- 
lines be carefully studied before the 
drug is administered. 


DESCRIPTION 
General 


Azaribine (2', 3’, 5’-triacetyl-6-aza- 
uridine) is the orally absorbable tria- 
cetylated derivative of the pyrimidine 
analog 6-azauridine. It is a white, 
odorless, crystalline substance that is 
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very insoluble in water. The structural 


formula of azaribine is presented in 
the Figure. 

Azaribine is supplied as white film- 
coated tablets, each containing 500 mg 
of azaribine (active ingredient) and 
the following excipients: starch 
(USP), calcium sulfate, gelatin, mag- 
nesium stearate (USP), and distilled 
water. 


Biochemical Activity 


The primary action of this com- 
pound is related to the activity of the 
nucleoside 6-azauridine, which is a 
structural analog of uridine. In mam- 
malian systems, 6-azauridine, after its 
metabolic conversion to 6-azauridine- 

phosphate, competitively inhibits 
intracellular pyrimidine nucleotide 
synthesis. The primary site of inhibi- 
tion is the enzyme orotidylate decar- 
boxylase. In the de novo pathway for 
the biosynthesis of pyrimidine nucleo- 
tides, this enzyme converts the ribo- 
nucleotide of the first pyrimidine, 
orotidylic acid, to uridylic acid. The 
mechanism of this inhibition has been 
shown to be related to a competition 
between orotidine-5"-phosphate and 6- 
azauridine-5-phosphate for the en- 
zyme orotidylate decarboxylase. The 
immediate results of this competitive 
inhibition are reduced intracellular 


levels of uridylic acid and increased 


tissue levels of orotic acid and its 
ribonucleoside, orotidine. Nucleic acid 
production in the cells is reduced as a 
direct result of reduced uridylic acid 
levels. 


The block of uridylic acid production 
may be bypassed by the administra- 
tion of uracil and uridine. 


Pharmacologic Aspects 

Orally administered azaribine re- 
leases the active metabolite 6-azaurid- 
ine, either during or after absorption 
from the gastrointestinal tract. In 
most instances, a single oral dose of 
azaribine results in peak blood levels 
of 6-azauridine at two to four hours, 
and sustained measurable blood levels 
for eight or more hours. Eighty per- 
cent of a single oral dose is excreted in 
six hours, and excretion is 100% 
complete in 24 hours. The major 
urinary excretion product is 6-aza- 
uridine, although small amounts of 
the mono-acetyl derivative may also 
be detected in the urine. Excretion of 
6-azauridine is via the renal route 
through glomerular filtration and 
tubular excretion. Glomerular filtra- 
tion plays the more important role in 
excretion. | 

Large quantities of orotic acid and 
orotidine are also exereted in the 
urine of azaribine-treated patients, 
and this is particularly true during the 
initial period of treatment. 

Uricosuria also occurs during aza- 
ribine therapy and is thought to be re- 
lated to the uricosuric action of both 6- 
azauridine and orotic acid. 


INDICATIONS 


Azaribine has the approval of the 
Food and Drug Administration for 
use in the treatment of extensive, 
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severe, recalcitrant psoriasis, with or 
without psoriatic arthropathy, which 
has failed to respond to conventional 
methods of treatment. Patients with 
psoriasis who are encountering severe 
social, economic and/or psychological 
difficulties as a result of their psoria- 
sis may be candidates for treatment 
with azaribine. It is essential that the 
diagnosis of psoriasis be firmly estab- 
lished before azaribine therapy is 
instituted. 

Approximately 72% of the patients 
treated with the recommended dose of 
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azaribine have demonstrated at least . 
80% improvement of the skin within 
the recommended treatment period. 
Although substantial clearing has. 
been observed in a large number of. 
patients, the therapeutic goal of the. 
physician should not be 100% clearing 
of the disease in all patients. - 


CONTRAINDICATIONS 


The following. are instances in 


when severe hematologic abnormali: 
ties (severe anemia, leukopenia and, 
or thrombocytopenia) are present 
when there is substantial impairme 
of renal function; in pregnant women 
and women who are not practicing p 
absolute birth control measures; and ^. 
in patients suffering from seizure re pum 
disorders. : 


A complete history and physical ^. 
examination is indicated before treat- ^ 
ment is initiated. The following labo- 
ratory studies should be done: com- 
plete blood cell count to include quan- =, 
titative platelet and _ reticulocyte = = 
counts; complete blood chemistry pro- — 
file (SMA-12 or its equivalent; if the — 
SMA-12 is not available, it is süg- |. 
gested that at least the following labo- 
ratory tests should be done: blood urea 
nitrogen, serum creatinine, uric acid, 
serum glutamic oxaloacetic transami- 
nase, bilirubin, alkaline phosphatase, 
and blood glucose [two-hour postpran- 
dial or fasting |); and a pregnancy test 
when appropriate. 


CONTINUING EVALUATION 
Physical Examination 


Patients receiving azaribine thera- => 
py should be carefully watched during |... 
follow-up visits for the following signs = 
and symptoms of central nervous = 
system (CNS) toxicity: changes in 
affect, hyperreflexia, diplopia, clonus, ^ 
and asterixis. 


Laboratory Studies 


Hematologic studies including he- 
matocrit reading and white blood cell 
(WBC) count should be done weekly 
for six weeks and every two weeks 
thereafter during therapy. sos 

A blood chemistry profile should be. = 
done at the end of treatment and =. 
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every three months during continuous 
treatment. 
It is suggested that the pregnancy 
test be repeated at the end of treat- 
-. ment and every three months during 
continuous treatment. | 
On completion of a course of treat- 
ment, the entire pretreatment labora- 
tory examination should be repeated. 


DRUG DOSAGE 


..  - [t has been demonstrated that, fol- 
— lowing a six- to eight-week course of 
—. treatment with azaribine, many pa- 
<° tients will experience a remission of 
—: signs and symptoms of psoriasis that 

may last for periods up to 12 months. 
Therefore, continuous treatment is 
not recommended. When relapses 
oecur, patients may be re-treated for 
additional periods of six to eight 
weeks. 
C00 Azaribine is supplied in 500-mg 
>> tablets. The optimum daily dose is 125 
~~ mg/kg body weight/day. A dose- 
weight conversion schedule is pro- 
vided in the Table. The drug should be 
given at eight-hour intervals in equal- 
ly divided doses. Gastrointestinal in- 
tolerance may be experienced and is 
often reduced by administering the 
drug with food. Some patients may 
| require a higher drug dosage than 
that which is recommended; however, 
in no patient should the daily dose 
exceed 200 mg/kg of body weight. It 
is advisable that the patient be 
allowed four weeks of treatment at 
the recommended dose level before an 
increase is attempted. Patients who 
are elderly or obese, or both, often 
require up to 25% less azaribine than 
the calculated dose. 
Those physieal findings and labora- 
tory studies that may necessitate 
‘discontinuation. of therapy are the 
onset of major CNS signs and symp- 
: toms, a hematocrit reading that falls 
. below 38%, a WBC count below 4,000/ 
` cu mm, and a platelet count below 
- 100,000/cu mm. 
/.— Treatment in patients with abnor- 
"mal physical and laboratory findings 
may be resumed when evidence of 
clinical toxicity has subsided and 
abnormal laboratory values have re- 
turned to pretreatment levels. In such 
instances, if treatment is resumed, it 














390 Arch Dermatol-—Vol 112, March 1976 


is recommended that the dose of aza- 
ribine be reduced by 25% of the initial 
dose. 


ADVERSE REACTIONS 


Most adverse reactions, particularly 
the more severe adverse reactions, 
occur in patients who receive doses of 
azaribine that are greater than the re- 


commended dose of 125 mg/kg daily. 
Most adverse reactions usually occur - 


within the first week of therapy. All 
adverse reactions are reversible when 
therapy is discontinued. Those reac- 
tions that have been noted to occur 
after azaribine administration fol- 
low. 


Gastrointestinal Problems 


Nausea, anorexia, and diarrhea may 
occur. (Severe diarrhea may precede 
major CNS symptoms.) 


Hematologic Effects 


A decrease of 10% to 15% in hemato- 
cerit reading and hemoglobin levels 
may be expected in most patients. A 
decrease in the hematocrit reading 
below 33% has occurred in 17% of the 
patients who have been treated with 
the recommended dose of azaribine. A 
number of these patients had pre- 
treatment hematocrit levels that were 
at or below normal limits. Leukopenia 
and thrombocytopenia rarely have 
been observed. 

Pre-existing anemia, when correct- 
able, should be treated prior to the 
initiation of azaribine therapy. 


Central Nervous System Disorders 


Minor CNS complaints are common. 
Those most frequently observed are 
fatigue, lethargy, light-headedness, 
dizziness, tremor, and mood affect 
changes. Major CNS signs and symp- 
toms are very rare in patients who are 
watched closely. The most frequently 
observed major signs and symptoms 
are slurring of speech, diplopia, atax- 
ia, severe expressive asphasia, myo- 
clonic seizures, and coma. Seizures and 
coma have been noted in patients 
receiving doses of 200 mg or more per 
kilogram daily. 


Musculoskeletal Effects 


Patients with active rheumatoid 





arthritis, when given therapeutic do- 
sages of azaribine, may exhibit a 
syndrome characterized by increased 
joint pain and swelling, fever, and 
signs of CNS toxicity. These changes 
are reversible when therapy with the 
drug is discontinued and, in some 
patients, when the dose is reduced. 


Thromboembolism 


Although it has been suggested that 
the occurrence rate of thromboembolic 
and occlusive vascular disease is high- 
er in psoriatic patients, this higher 
incidence may or may not be related 
to antimetabolite therapy. However, 
until this controversy is resolved, it is 
recommended that azaribine therapy 
not be initiated in patients with a 
previous history of thromboembolic 
disease. (Patients with a history of 
these conditions have been success- 
fully treated with azaribine without 
complications.) When patients who 
are predisposed to thromboembolic 
disease are given azaribine, they 
should be watched closely for evi- 
dences of vascular occlusion. 


Other Adverse Reactions 


An “antabuse-like” effect has been 
seen in a small number of azaribine- 
treated patients. Therefore, all pa- 
tients should be cautioned about the 
intake of alcoholic beverages while 
they are receiving azaribine therapy. 
Drug eruptions are rare and have 
been reported as urticarial and exan- 
thematous types. Edematous changes 
in the skin of hands and of periorbital 
areas have been noted; however, these 
are rare and reversible. 


CONCOMITANT THERAPEUTIC 
OMISSIONS OR ADDITIONS 

The CNS stimulants or depressants 
should be avoided. High doses of 
aspirin may potentiate CNS symp- 
toms. It is suggested that renal 
tubular blocking agents, such as 
probenecid, should be avoided. Ade- 
quate water intake is advisable. 


Nonproprietary Name 
and Trademark of Drug 


Azaribine— Triazure. 
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. Harry L. Arnold, Jr., MD 
~ Rees B. Rees, Jr., MD 
-Pacific Dermatologic Association 
— Las Vegas, Nev 
. Oct 13 through 18, 1974 


{g tour hundred thirty members of 
^ the Pacific Dermatologie Associ- 
: ation convened in summery Las Vegas 
last October under the presidency of 
c William D. Stewart of Vancouver, 
dee . British Columbia. 
~~ For the first hour of each of the five 
» —— morning sessions, Elson B. Helwig 
- ^ eondueted the now traditional Clini- 
cal Pathologic Conference, projecting 
color photomicrographs from 55 sub- 
mitted cases and discussing the find- 
. ings. A written handout gave the 
Uso s elinical history and findings and com- 
-ments by Dr. Helwig and James H. 
Graham from University of Califor- 
nia at Irvine. These conferences are a 
regular and extremely valuable fea- 
ture of every PDA meeting. 
In his president's address, Dr. 
Stewart spoke on “Corticosteroids, 
1974." Corticosteroids act, he said, on 
the chromatin and cytoplasmic recep- 
tors of the cell. They have a high af- 
finity for lymphocytes, especially T 
lymphocytes, on which they have a 
lytic effect. There is no immune sup- 
pression, however, except with mas- 
sive doses of potent synthetie ste- 
4. roids. The T lymphocytes exert an 
cc anti-inflammatory effect by their cy- 
totoxic activity. Lysosome rupture is 
duced. 
Inflammation is further reduced by 
-< maintenance of vascular responsive- 
— ness to epinephrine and norepineph- 
rine, opposition to the effects of 
kinins and histamines on vascular 
permeability, inhibition of cell-endo- 
thelial stickiness and diapedesis, and 
retardation of the formation of gran- 
ulation tissue. Steroids also reduce 
the number of eosinophils, basophils, 
and lymphocytes, increase polymor- 
phonuclear leukocytes, platelets, and 
= red cells, block histamine, suppress 
3 cell-mediated immunity responses, 
d block release of proteolytic ly- 
somal enzymes. 
Administered intralesionally, corti- 
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coids decrease the synthesis of colla- 
gen, partly by reducing the avail- 
ability of its precursors, and induce 
hypopigmentation and atrophy, espe- 
cially along superficial lymphatic 
channels. 

Applied topically, steroids ulti- 
mately produce striae, epidermal at- 
rophy, telangiectasia, diminished er- 
ythema dose of sunlight, dermal 
atrophy, purpura, and hypertrichosis. 
They are likely to aggravate acnei- 
form eruptions, rosacea and rosacea- 
like dermatitis, perioral dermatitis, 
balanitis, scabies, warts, tinea, and 
leg ulcers. 


Neoplasia in Human Skin 


Wallace H. Clark, Jr., of Temple 
University Medical School, said that 
current orthodoxy links a carcinogen 
with a normal cell to produce inex- 
orably progressive cancer, and looks 
on a cancer cell as an abnormal cell 
that we will only at some future date 
learn to control. 

He suggests that a cancer cell 
should be viewed simply as a dis- 
orderly cell that may or may not be- 
come increasingly disorderly, often 
only by intermittent, stepwise pro- 
gression. Thus, “sequential popu- 
lations” of cancer cells may exist in a 
more or less disturbing relationship 
with normal cells, 

He suggested that there are many 
examples of relatively unsuccessful 
neoplasms, able to progress only very 
slowly, or sometimes not at all: 
keratoacanthoma, actinic keratosis, 
noninvasive basal cell epithelioma, 
Bowen disease, superficial mycosis 
fungiodes, spreading melanoma, lym- 
phomatoid papulosis, and even—since 
they are almost all incapable of me- 
tastasis—invasive basal cell and 
squamous cell carcinomas. If we could 
find out what prevents such neo- 
plasms from progressing, it might be 
applicable to many progressive neo- 
plasms. 


Dermatitis Herpetiformis and 
Bullous Pemphigoid 


Stephania Jablonska of Warsaw, 
Poland, reminded us that although 
Duhring had emphasized bullous vari- 










eties of dermatitis herpetiformis. 
(DH), Brocq, whose name is linked 
with Duhring’s in the usual European. 
eponym for this disease, emphasized 
the nonbullous variants so often over- 
looked in the US. * 

Immunopathology best emphasizes 
the differences between bullous pem 
phigoid and DH. In bullous pemphi- 
goid, anti-basement-membrane anti  . 
bodies of the IgG class are found in 
linear pattern in that histologic loca- 
tion and in the circulation in all but © 
about 3% of cases. In DH, there is no — 
circulating antibody against base- = 
ment membrane, but the basement . 
membrane of uninvolved skin near le- 
sions almost invariably contains fi- 
brillar or microgranular antibody, 
mostly IgA—although one may have 
to examine as many as 15 to 25 serial 
sections before finding it. 

Mucous membrane lesions may rare- 
ly occur in DH, she said. A positive - 
patch test to potassium iodide is of no 
diagnostic value at all, but avoidance = 
of cherries, eggs, and fish (high in io- = 
dine) may be of therapeutie value. ^ 

Occurrence of large bullae in DH is 
four times more common with the 
continuous (always IgA) pattern than — 
with the granular pattern (which may 
sometimes be IgG). 

In two cases of herpes gestationis, 
C3 and C4 were also demonstrated, 
and in one of them, IgG was also 
found; it therefore seems likely that 
this disorder is a variant of bullous =~ 
pemphigoid rather than of DH, as 
others have also suggested. E 


Corticoids, Immunosuppression, 
and Carcinogenesis 


Frank Koranda of Denver, the Nel- 
son Paul Anderson essayist, showed © 
that azathioprine, alone or with pred- 
nisone, greatly enhances the earcino- — — 
genic effect of ultraviolet light on . . 
hairless albino mice, causing many — 
more mice to develop many more can- 
cers. The dose was shown to be high- 
ly immunosuppressive by measuring 
lymphocyte transformation with phy- 
tohemagglutinin and concanavalin A. 

Speculating why this occurs, Dr. = 
Koranda enumerated five theories: (D. 
persistent antigenic stimulation plus  . 
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—. immunosuppression; (2) direct onco- 
z genie effect of immunosuppressives 
—— (none was shown); (3) immunosuppres- 
<= sive facilitation of oncogenic viruses; 






(4) impaired immunosurveillance for 
=>- cancer; or (5) chromosomal impair- 
ment plus oncogenic agents. 


Malignant Melanoma 


Wallace Clark moderated a sympo- 
sium on malignant melanoma which 
was. begun by Martin C. Mihm, Jr., of 
Boston, who spoke on the clinical 
diagnosis of melanoma. 

Superficial spreading melanoma 
(SSM) is identifiable, he said, by dis- 
orderliness or irregularity of outline, 
color, and surface texture. Multiple 
colors are suspicious; black, blue, 
gray, brown, red, and white may all 
be present in one lesion. Regression, 

¿leaving white areas, is especially sus- 
-. picious, as is a white halo. | 

. Lentigo maligna melanoma (LMM), 
-> found almost exclusively in sun-ex- 
|. posed areas, has a very irregular bor- 

— der as a rule. Normal skin markings 
|. are preserved on its surface, and al- 

-. though it is flat, it is large, and grow- 

ing. 
Nodular melanoma (NM) has a ver- 
< tical growth phase which produces a 
thickened, elevated, invasive lesion or 
portion of a lesion; and although most 
nodular melanomas are black or blue- 
black, physicians should beware of the 
occasional amelanotic one. 
: There was much well-illustrated 

' discussion of the diagnostic features 

of the benign lesions—verrucous nevi, 
seborrheic keratosis, pigmented basal 
cell epitheliomas—that may resemble 
melanomas. Of course, just as with 
breast nodules, "probably benign" 
has to be equated with "possibly ma- 
lignant." 

Dr. Clark spoke on the relation- 
ship of the biologic structure of mela- 
nomas to the risk of metastasis. Dur- 
ing the prolonged radial growth 
phase characteristic of SSMs and 
-NMMs, when there are no neoplastic 
cells in the dermis, metastasis is 
highly unlikely to have occurred. 
With the inception of the vertical 
growth phase, however, the mortality 
jumps to 25% in LMM, and to 5% in 
SSM. With invasion or at least deep 
indentation of the reticular dermis 
below the papillary layer, the risk of 
metastasis rises from 5% to 40%. With 
definite invasion of the reticular der- 
mis and the panniculus, the mortality 
rises to 60% even with good treat- 
ment. | 
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Laboratory Aids in Staging 
Melanomas 


Marsden Scott Blois from the Uni- 
versity of California at San Francisco 
said that staging of melanomas aids 
in selecting treatment and in compar- 
ing treatment results. First, he said, 
is a chest x-ray film for metastasis. 
Second is liver tests, chemical (alka- 
line phosphatase is the most sensitive 
in this situation) or direct (liver 
scans, or testing urine for melano- 
gens with nitroprusside or diphenyl 
picryl hydrazyl chromatography). 


Surgical and Chemical Treatment 
of Melanoma 


Surgieal and chemical therapy for 
melanomas was discussed by Donald 
L. Morton of UCLA. Although lymph 
nodes are "positive" in only a third of 
cases with indentation of the reticu- 
lar dermis (group III), half of cases 
with actual invasion of the dermis 
(group IV), and three fourths of those 
with subeutaneous extension (group 
V), he advised regional lymph node 
dissection in all three groups, 
whether nodes are palpable or not. He 
has 35% recovery in cases with only 
microscopic node involvement. Fol- 
lowing surgery, he advocates BCG, 
with or without allogeneic cells, un- 
less involvement is widespread; in the 
presence of a large tumor burden, it 
does little good. 

Lynn Spitler of the University of 
California at San Francisco said that 
transfer factor is effective against 
chromic mucocutaneous candidiasis, 
despite a somewhat alarming list of 
ten bad side-effects that it may 
have. Cell-mediated immunity (CMI) 
against melanoma does occur, she 
said; it is even demonstrable by lym- 
phocyte transformation in 75% of 
household contacts, as well as in rela- 
tives of melanoma patients, and in 
the latter it carries with it a rela- 
tively good prognosis. 

Levamisole, an anthelmintic drug 
against nematodes widely used in Eu- 
rope for the past decade, enhances the 
development of CMI, and, presumably 
by this mechanism, has produced dra- 
matic improvement in several cases 
of aphthosis and recurrent herpes 
simplex; the dose is 150 mg daily for 
three days every two weeks. It is 
available in the US only for animals; 
the Food and Drug Administration is 
still withholding it from use in hu- 
mans. Its possible value in malignant 
melanoma remains to be evaluated, 
but it looks hopeful. She was asked 





whether it might not have the un- 


wanted effect of inducing auto- 
immune disease, and she said it had 
been used in so many thousands of 
persons during the past nine years 
without any such effect that this 
seems highly unlikely to occur. 


Management of Patients 
With Granuloma 


G. Thomas Jansen from Little Rock, 
Ark, discussed reticulogranulomas, 
granulomatous vascular syndromes, 
and sarcoidosis. Under the first head- 
ing, he said, histiocytosis X, mani- 
festing as Letterer-Siwe disease with 
normal blood lipids despite lipid-filled 
histocytes, warrants oncologic consul- 
tation and often irradiation of lytic 
lesions. Either Hand-Schiiller-Chris- 
tian disease or malignant reticulosis 
may supervene, greatly worsening 
the prognosis. 

In allergic granulomatosis, with 
which asthma, Léffler syndrome, and 
drug allergy may be associated, eo- 
sinophilia and necrotizing vasculitis 
may occur, Dapsone may be helpful. 

Wegener granulomatosis is charac- 
terized by multisystem involvement 
(sinuses and chest), glomerulitis, and 
vasculitis with giant cells, A common 
preliminary symptom is a mucoid na- 
sal discharge. Steroids plus immuno- 
suppressives may sometimes check it; 
azathioprine is worth trying. The 
prognosis is grave. 

In Melkersson-Rosenthal syndrome, 
transient or persistent facial palsy, 
ridged tongue, and a lip thickened by 
granulomatous chelitis are encoun- 
tered. 

In sareoidosis, a multisystem dis- 
ease in which skin lesions may occur 
in as few as one fourth of cases, x-ray 
films of chest and bones may be re- 
quired for diagnosis. It is important 
to take biopsy specimens of seem- 
ingly banal lesions like seborrheic 
keratoses, milia, or innocuous looking 
papules, flat tan macules, and espe- 
cially annular lesions of almost any 
sort. 


Pretibial Myxedema 


Peter Lynch likes to use intra- 
lesionally administered 1% triam- 
cinolone acetonide (Kenalog) diluted 
1:1 with saline for treatment of 
nodular myxedema. Of 18 untreated, 
followed-up cases (out of 20), five had 
recovered spontaneously, six were so 
mild they needed no treatment, and 
seven, plus two more, received intra- 
lesionally administered triamcinolone 
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= acetonide. Women outnumbered men 


eight to one. Six patients cleared af- 
ter one session; three needed reinjec- 
tion. One milligram of triamcinolone 
acetonide regularly cleared an area 
e over 5X5 em around it. Remissions 


E . lasted at least four months, some- 
“times longer. In their experience, 
- steroids under occlusion are undepend- 


able and orally given steroids have 
to be continued for a dangerously 
long time to maintain improvement. 


News From New Departments 


Edgar B. Smith, director of the di- 
vision of dermatology at the Univer- 


“~~. sity of New Mexico Medical School in 
Le Albuquerque, said that miconazole 
— (Micatin) is the best topical anti- 
`o . fungal agent we have today, better 
= than haloprogin against Candida, 


; Trichophyton, and tinea versicolor 
. (8596 to 100% cures in the latter). He 


said that clotrimazole, now available 


through Bayer in Europe and, soon, 
through Delbay in the USA as a 1% 
cream or emulsion, may be even bet- 


.. ter. 


Gerald D. Krueger, head of the Di- 


2 vision of Dermatology at the Univer- 
— gity of Utah Medical School in Salt 


Lake City, reported on their recent 
and current studies of lymphocyte 
physiology, the production of lympho- 
kines by T lymphocytes after they 
come into contact with antigens (for- 
eign cells, bacteria, non-self, hapten 
plus carrier, etc). Lymphokines, he 
said, mediate cell-mediated immunity 
(CMI) in vivo; they are effective on in- 
jection, they can transfer CMI, and 
they ean be extracted from a respond- 
ing tissue. Dr. Krueger has observed 
destruction of tumor cells by macro- 
phages from animals responding to 


Cs. <- CMI-inducing infections and by mac- 


-rophages incubated with lympho- 
kines. 


. W. Mitchell Sams, chief of derma- 


E : tolo gy at the University of Colorado 


Medical School in Denver, reported on 
the diagnostie role of immunofluo- 
rescence today, direct (anti-human 
gamma globulin over a frozen section 
of biopsy specimen) and indirect (ap- 
propriate animal or human antigen 
on the slide, plus the patient’s serum, 
then fluorescein-stained anti-human 
gamma globulin). 

< While biopsy alone is likely to be 
diagnostic in early pemphigus, it is 


f l - helpful and highly specific to demon- 
.- strate 


$ intercellular immunofluo- 
“rescence by both the direct test and 
i the indirect. The serum titer of the 
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latter is predictive for clinical im- 
provement (or worsening). 

Bullous pemphigoid is not, he said, 
always an obvious diagnosis either 
clinically or pathologically (one recalls 
a report of “allergic contact stoma- 
titis” from plastic dentures, a few 
years ago, after which Marion Sulz- 
berger inquired whether any of the 
afflicted women subsequently devel- 
oped pemphigus; several had!). Anti- 
basement-membrane antibody and 
complement may solidly confirm a 
tentative clinical diagnosis of bullous 
pemphigoid. If granular IgA is found 
instead of IgG, the diagnosis is der- 
matitis herpetiformis instead. In 
erythema multiforme bullosum, the 
subepidermal bullae show no immu- 
nofluorescence. 

In lupus erythematosus, the immu- 
nofluorescent material at the der- 
moepidermal junction is character- 
istically lumpy or granular, and 
circulating immune complexes lodge 
in the involved skin in 90% of discoid 
cases and 72% to 92% of cases of sys- 


temic lupus erythematosus (SLE), 


and in uninvolved skin in 26% to 60% 
of cases of SLE (and no discoid cases). 

In Zeek necrotizing vasculitis (“pal- 
pable purpura"), immunoglobulin and 
complement are found in vessel walls 
in very early lesions (less than one 
day old). 


Cutaneous Surgery 


G. Thomas Jansen was chairman of 
a symposium on cutaneous surgery. 

Bluford Stough spoke of eliminat- 
ing defects, such as jagged scars. The 
best results are obtained with a so- 
called broken-line geometric closure. 
He also spoke of various kinds of 
flaps, such as simple advancement 
flaps, rotation flaps, transposition 
flaps (essentially a rhomboid shape), 
and a bilobed flap, which is really a 
transposition flap. Undermining is 
the sine qua non of flaps. One should 
design the flap, wherever possible, 
with the base of the flap situated in 
the inferior position. The eyelids are 
the fastest growing skin of the body. 
À lip shave is archaic; a vermillionec- 
tomy is to be preferred. A so-called 
mini-lift is a pre-auricular non-under- 
mining procedure, and is not good. 
For a mid-face lift, Dr. Stough pre- 
fers to undermine to the extent of 5 
ml. 

G. Thomas Jansen spoke on the of- 
fice management of basal cell epithe- 
lioma. In his office, 4,000 to 5,000 fro- 
zen sections are performed each year 





using the Sartorius apparatus, of 
which two are àvailable in his office. 
This is the single most useful labora- 


tory instrument' in his office. Curet- — 
tage and desiccation is best for the — 
older patient. Ectropion tends not to - 
occur in the older patients. Curettage — 


and electrodesiccation is not a good - 
procedure for lesions on the nape. X- 
ray therapy is sometimes the best, in — 
which case he uses 4,500 rads over a 


ments are best, nine are permissible, 


but as few as five are not good. For 
eyelid lesions, Jansen uses silver or. | 


platinum eye shields or lead rubber. 


Cryosurgery gives a new dimen- 
sion. It is especially good for lesions. ^. 
on the nose. However, there is an ap- 
palling recurrence rate with the use . . 
of floxuridine or cryosurgery, espe- |... 
cially as used in the nursing home. = 
Dr. Lance Cains of Australia men- è 
tioned treating sclerosing basal cell ._. 


carcinomas with floxuridine for one to 
two weeks preliminarily, then curet- 
tage every other day. This treatment 
very nicely outlines the extent of the 
tumor. 

Theodore Tromovitch attempted to . 
give 20 surgical tips in ten minutes. 


The first was the use of a tungsten- : 


tipped needle holder with smooth 
jaws. For papillomas of the eyelids, a 


serrated scissors is a useful instru- 


ment. A skin hook, if rested over the 
ring finger, is a very useful instru- 
ment. An internally beveled punch is 
used for hair transplants. He does 
salt abrasion of tattoos, employing a 
plastic box covered with gauze. A 
biopsy punch larger than the lesion 
can be used for removing basal cell 
epitheliomas, followed by partial clo- 
sure of the wound with suture mate- 
rial. He prefers a T series needle. 
Bluford Stough spoke on chemical 


peeling. The role of phenol is limited. — . 


Proper patient selection is imper- 
ative. For perioral rhytides, the indi- 
vidual with dry skin, blue eyes, and 
no redundance of skin is the best can- 
didate. There should be no hepatore- 
nal dysfunction. Phenolization of the 
skin reorients the dermal collagen. 
Two types of chemical peel are used 
today. The first is a total peel, which 
is done in the hospital with phenol. 
The skin is then covered with two lay- 
ers of ventilated tape. This carries 
the patient through the keratocoagu- 
lant stage. After 24 to 48 hours, poly- 
ethylene film is applied to prevent 


drying and cracking. The film is re- E 
moved after three or four days. The- 
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two-stage peel is done in four cos- 
metic segments. The perioral area is 
done first and a brow lift is done five 
to six weeks later. Surgical planing is 
best for oily skin with deep wrinkles. 
The complications of herpes simplex 
` infections should not be phenolated. 
. Steroids and x-ray therapy are best 
for postoperative scars. Trichloracetic 
acid is not satisfactory for peeling. 
The formula for the phenol may be 
obtained directly from Dr. Stough in 
Hot Springs, Ark. 

Setrag Zacarian spoke on the use of 
cryosurgery. In treating a cutaneous 
malignant neoplasm, he marks mar- 
gins, then anesthetizes the lesion. He 
uses a simple acrylic jig template to 
insert a thermocouple needle into the 
base of the tumor. He reaches 25-30° 
at the base of the tumor as registered 
on the cryometer, then thaws the le- 
sion, then refreezes it. About two 
minutes total is required for the 
freezing time. One and a half minutes 
is used for lesions over the bridge of 
the nose. If the tumor is immobilized 
in the skin, it means that it is frozen 
to the periosteum. On should spray 
the center of the tumor, always inter- 
mittently. It is perfectly all right to 
freeze cartilage. Three days after a 
double freeze-thaw cycle, a flaccid 
blister is noted. The wound then heals 
in two or three weeks, In a period of 
ten years, he has treated 1,300 pa- 
‘tients with 2,200 lesions, of which 30% 
were on the eyelids, nose, or ears. In 
75% of tumors near the lacrimal duct, 
there was no damage to the duct. He 
experiences an over-all cure rate of 
over 96%, and 75% of his patients 
have been followed for three to ten 
years. No keloids have been seen, and 
hypertrophic scars are rare. Contrain- 
dications include scalp lesions, where 
there is a high recurrence rate, and 
lesions on the legs, where healing is 
inordinately slow. It is all right to 
freeze irradiated areas. Eleven per- 
. cent of the average skin cancers ex- 
. ceed 5 ml in depth, but these are 


= mostly squamous cell carcinomas; 95% 


-. of basal cell epitheliomas are under 
two millimeters deep. 

In the panel discussion, Dr. Zacar- 
ian said he had experienced 48 recur- 
rences in treating 2,200 tumors; 24 of 
these were on the nose. Dr. Trom- 
ovitch mentioned that there are 12 in- 
stances of “keratoacanthomas” in the 
literature that were complicated by 
metastases. He prefers fresh tissue 
chemosurgery for treating these le- 
sions. But he also treats truly tre- 
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mendous lesions, such as a very large 
sclerosing basal cell epithelioma in- 
volving the temple and hair line, or a 
huge lesion at the angle of the jaw, by 
this technique. 


Atypical Forms of 
Lupus Erythematosus 


Immunofluorescence may, Steph- 
ania Jablonska said, throw light on 
some atypical forms of lupus er- 
ythematosus (LE): facial erythema, 
Raynaud syndrome, alopecia, photo- 
sensitivity reactions, thrombocyto- 
penie purpura, or the presence of LE 
cells. Highly specific for LE, she said, 
are granular deposits of immuno- 
globulin and complement at the der- 
moepidermal border in uninvolved 
skin. Also, all cases show myxovirus- 
like or paramyxovirus-like particles 
linked with the endoplasmic reticu- 
lum on electron micrography. 

Immunofluorescent changes are best 
looked for in light-exposed skin; even 
actual lesions, if in unexposed skin, 
may show little or nothing. Eight of 
ten cases of SLE in light-exposed 
areas showed immunofluorescent ma- 
terial; in unexposed skin, only five of 
11 cases showed it. Treatment, if 
successful, greatly reduces the pro- 
portion of positive immunofluores- 
cent test results. Topically applied 
steroids especially reduce positive 
test results. 

Hyaline bodies in the epidermis, 
similar to those seen in lichen planus, 
may show immunofluorescence, in- 
stead of the basement membrane 
showing it. 

Puzzling morphea-like or lichen 
sclerosis-like annular atrophic 
plaques with atypical histology may 
show typieal strongly positive immu- 
nofluorescence changes. 

Immunofluorescence in LE is most 
likely to be found in lesions of long 
duration. It tends to follow positive 
histologie changes by at least ten 
weeks. 


Neonatal Skin 


Alvin Jacobs of Stanford Univer- 
sity discussed some special aspects of 
the skin of the newborn. He empha- 
sized the following normal features: 

1. The neonate’s skin is soft, 
wrinkled, velvety, covered 
with vernix. 

2. Redness and desquamation 
often give way to cutis mar- 
morata. 

3. Vasomotor instability may be 
conspicuous. 


4, Lanugo hair may be abundant. 

5. Nails of a full term infant are 
fully formed. 

6. Sweat glands do not open and 
function before the third day 
or SO. 

7. Sebaceous glands are present 
at birth. 

8. Epidermis is loosely attached, 
and blisters form easily. 

A unilateral dependent flush (“har- 
lequin" color pattern) is not unusual 
or alarming. 

Fine, generalized desquamation at 
the age of 24 to 48 hours, whieh may 
be quite conspicuous, is normal. A 
premature infant may not manifest 
this until one month of age. Desqua- 
mation at birth, however, is abnor- 
mal, and if eoarse and sheet-like or 
collodion-like, suggests the anoxia of 
placental insufficiency, or dysmatur- 
ity. This is not the “collodion baby” 
phenomenon; the membrane in those 
eases lasts for at least several days 
and is always caused by lamellar 
ichthyosis. Oil is not recommended 
for a peeling baby. 

Anoxia is also to blame for a green 
umbilical cord; it indicates meconium 
in the amniotie fluid and bespeaks fe- 
tal distress. The deeper the stain, the 
more prolonged the anoxia has proba- 
bly been. Green fingernails indicate 
dangerously prolonged anoxia. 

A hairy forehead and body (there is 
no brow line in neonates) is not ab- 
normal. Milia are common and transi- 
tory on the face; they may also rarely 
occur in the mouth and sometimes on 
the gums. 

Sebaceous gland hyperplasia, espe- 
cially on the nose (a “miniature pu- 
berty” effect) lasts a few weeks at 
most and need cause no concern. Ac- 
tual facial aene of the newborn is 
less common. Breasts may be hyper- 
trophied and may even secrete a little 
milk, and the linea nigra may be con- 
spicuous on the lower abdomen. 

The only type of miliaria that may 
occur in the first few weeks is miliaria 
crystallina. 

“Sucking blisters” may be seen at 
birth on the radial edges of the wrists 
or thumbs, caused by the infant suck- 
ing in utero. 

Toxic erythema of the newborn, 
with macules, papules, and vesicles, 
may be seen 12 to 24 hours after 
birth, or rarely, at birth; a solid mass 
of eosinophils is found in the blisters. 
It lasts only two or three days and 
clears spontaneously. No bacteria are 
present. 
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Ask the Experts 

Rees B. Rees of San Francisco mod- 
 erated a panel of nine "experts," who 
fielded his questions on a variety of 
. . Sübjects. 

Harry Arnold recommended rub- 
< þing a dilute solution of meat ten- 

. derizer into insect bites or stings or 
-. marine animal stings within minutes 
= ^ 0r a few hours for rapid relief of pain 

or itching. After a day or more, he 

said, injecting the site with equal 
parts of 1% triamcinolone acetonide, 
hyaluronidase, and 1% or 2% procaine, 
ballooning the sting with a milliliter 
. or so, using a 30 gauge needle, will 
also be very helpful. 
Thomas Jansen treats capillary 
rices and telangiectases on the legs 
- v "with 20% saline solution containing 1 
unit of heparin sodium per ml, using a 
. . 80-gauge needle. After the vessels are 
obliterated, a compression dressing is 
applied. The result is a bruise that 
heals in a few weeks. 

Stephania Jablonska treats acne 
and rosacea with 500 mg of niacina- 
mide and 6 mg of riboflavin three 

a times a day for six months, after pre- 
~~. liminary therapy with tetracycline 
.. and oral vitamin B complex for three 
weeks. Supplemental ascorbic acid 

may be used as well. 

Orville Stone said that acanthosis 
nigricans may be reduced with nia- 
cinamide. 

Alejandro Cordero of Buenos Aires 
has four patients with severe recur- 
rent herpes simplex doing well up to 
four months after treatment with 
orally administered levamisole, the 
exciting new CMI-stimulating anthel- 
mintic. He gives 150 mg daily for 
three days, waits two weeks, and re- 

.. o peats the dosage. 

"57 Orville Stone has found ultraviolet 
-erythema and peeling effective in 
treating pityrosporum follieulitis. 

.. "Betrag Zacarian considers tempera- 
; “ture controls unnecessary in freezing 
skin eancers where subcutaneous tis- 
ue is scanty, as on the scalp, fore- 
- head, nose, and ears. Periosteum tol- 

erates freezing well. Fan the spray 
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out freely, he said, in freezing multi- 
centric superficial lesions of the 
trunk. 

Bluford Stough III advises excision 
and suture for keratoses on the backs 
of the hands, instead of curettage or 
open excision. This results in faster 
healing and better cosmetic results. 

Martin C. Mihm, of Boston, advo- 
cated excision of hairy nevi of any 


size whenever feasible. He has found 


malignant melanoma in four of 105 
giant pigmented nevi. 

Alejandro Cordero has found 10% 
miconazole nitrate cream an excellent 
fungicide for both dermatophytes and 
Candida. He has found clotrimazole 
disappointing. Orville Stone says 
thiabendazole applied topically is 
very effective, too. 

Tom Jansen regularly does immedi- 
ate frozen sections on the cryostat so 
that patients with skin cancer can 
have a confirmed histologic diagnosis 
before they leave the office. 

Professor Jablonska likes to use 1.5 
million units of procaine penicillin in- 
tramuscularly daily, plus orally given 
vitamin E and 500 mg procaine hy- 
drochloride intravenously twice a 
week, in treating scleroderma. 

Herpes simplex is still being 
treated in a wide variety of ways. Dr. 
Zacarian likes to freeze early lesions 
lightly with liquid nitrogen on a large 
eotton swab. Dr. Arnold likes to use 
intralesionally administered tri- 
amcinolone acetonide, and in ten 
years of its use, has seen no untoward 
effect and quite regular rapid involu- 
tion. Orally given levamisole, al- 
though in general used to try to 
prevent persistent recurrences, may 
apparently also cause rapid healing of 
an early active lesion. Professor Cor- 
dero likes 1% idoxuridine in 70% 
dimethyl sulfoxide; Dr. Stough, al- 
though he says veterinary dimethyl 
sulfoxide is readily available, has not 
had much luck with this form of ther- 
apy and prefers to use ether under oe- 
clusion. 

Eyelid cancers ean be frozen very 
successfully, aecording to Dr. Za- 





ni 


carian, (he has treated 76, 16 at the 
inner canthus) by inserting a plastice 


lid retractor after instilling tetraey- E 
cline hydrochloride into the conjuncti- = 


val fornix. 


Orville Stone excises cysts of the s 
buttock whether they're due to aene — 


or to hidradenitis. 


Martin Mihm strongly urges exci- p. : 
sion for all halo nevi on the ground us 


that they may be melanomas. 


Professor Cordero urges the use of - Um 
steroids from the beginning of treat- 


ment in painful herpes zoster, either 
given orally or intramuscularly, in pa- 


tients over 50 years of age. Dr. Ar- — 5 
nold strongly agrees, expressing pre- . 


ference for 80 mg of triamcinolone 
acetonide intramuscularly, repeated 


in four days if relief is inadequate, - 3 


followed within a week or so by 
neurosurgical referral for intrathecal 
steroids if the pain continues to be se- 
vere. 

Professor Jablonska suggests a 
trial of sulfapyridine or sulfones in 
pemphigus with clinical features of 
dermatitis herpetiformis—though this 
is not recommended in definite pem- 
phigus, either vulgaris or foliaceus. 
In pemphigus erythematosus, she 
likes to use topically administered 
steroids. They have, she said, com- 
pletely abandoned Lever’s high-dose- 


corticosteroid approach in pemphigus. 


Professor Cordero likes to use intra- - 
lesionally administered triamcinolone 


acetonide for residual lesions of pem- 


phigus erythematosus. 

Tom Jansen says tretinoin seems 
preferable to floxuridine for mucosal 
premalignancies, mainly because no 


good vehicle has been found for the — . 


floxuridine. On the lower lip, floxuri- . 
dine works well in the usual vehicles, 
though selectivity is low in that area. 


In bowenoid and noninvasive basal is : 
epitheliomas, benefit of floxuridine is 


good, but recurrences are common. In — 
vulvar Bowen disease, 1.5% floxuri- — 
dine in propylene glycol may be used 
once a day, instead of twice, for — 





months or years, with very good pal- = — 


liation in most cases. 
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News and Information from the American Academy of Dermatology 


^. Dermatology Foundation Elects Officers 
Allocates Funds for Grants, Fellowships 


The Dermatology Foundation, which held its annual 


=> meeting in conjunction with the 34th annual meeting of 
^ the American Academy of Dermatology in San Francisco, 
>=> allocated a total of $91,000 for 1976 grants and fellowships. 
-<o The foundation membership also elected officers and trus- 
tees and outlined plans for the next two years. 

esl Chosen president, to succeed George W. Hambrick, Jr., 
^ M.D., Baltimore, Md., was Harry J. Hurley, M.D., Upper 
<>> Darby, Pa. Other officers elected were Rudolf L. Baer, 
CU M.D., New York, N.Y., chairman of the board; Coleman 
^. Jacobson, M.D., Dallas, Tex., first vice-president; Robert 
7 W. Goltz, M.D., Minneapolis, Minn., vice-president; Irvin H. 
—- v" Blank, Ph.D. Boston, Mass, secretary; and Nelson 

- , Sehaenen, treasurer. 

Elected to serve five-year terms as trustees were 
Richard Q. Crotty, M.D.; John A. Kenny, Jr, M.D,;; 
Raymond R. Suskind, M.D., and Peyton E. Weary, M.D. 
Designee trustees named include Stephen B. Webster, 

-from the American Academy of Dermatology; Mark Allen 
Everett, M.D., from the Associations of Professors of 
Dermatology; Gerald A. Gellin, M.D., from the Advisory 
Board Council of the AAD; and W. Mitchell Sams, Jr., M.D., 
from the Society for Investigative Dermatology. 

New trustees-at-large are Doris A. Evans, M.D.; Sydney 
S. Gellis; Ralph H. Henderson, Mrs. Gregory Jenkins 
(Peggy Fleming); Sol Levine; Steven Muller; Truman G. 
Schnabel, Jr.; and Mrs. Mary Ann Yancy. 






Seven Grantees Named 


The Dermatology Foundation selected seven dermato- 
v logie researchers to receive grant allocations. They are 
. Helen Jane Hare, M.D., University of South Dakota; 
. Robert E. Jordon, M.D., Mayo Foundation; Gerald S. 
. Lazarus, M.D., Duke University Medical Center; Donald P. 
^. Lookinbill, M.D., Milton S. Hershey Medical Center; Henry 
C. Maguire, M.D., Hahnemann Medical College; C. Richard 
— Savage, Jr., Ph.D., Temple University; and Alan R. Shalita, 
| M.D., Downstate New York Medical Center. 
— Four fellowships will go to Richard D. Sontheimer, M.D., 
© University of Texas Southwestern Medical School; Robert 
A S. Stern, M.D., Harvard Medical School; Mare E. Goldyne, 
M.D., Karolinska Institute, Stockholm, Sweden; and 


















Kenneth A. Lindberg, Ph.D., Duke University Medical 
Center. 

Retiring President George Hambrick announced that 
membership in the foundation has climbed to 2,404—an 
increase of 616 in the past year. 

Meritorious achievement citations were presented to 
Arturo L. Carrion, M.D.; Clarenee S. Livingood, M.D.; 
Aaron B. Lerner, M.D.; and Elson B. Helwig, M.D. 


Photo Highlights of the San Francisco Meeting 


Fig. 1.—Busiest spot on the opening day of the 34th annual 
meeting of the American Academy of Dermatology was 
the registration area at the San Francisco Hilton Hotel. A 
total of 3,750 physicians signed up for the meeting. 

Fig. 2.- Throughout the week, academy committees sand- 
wiched meetings between the hundreds of formal and 
informal scientific sessions. Here the Committee on 
Finance ponders recommended revisions in the AAD 
budget. 

Fig. 3.-The Advisory Board Council—which supplies input 
to the academy from the regional, state and local dermatol- 
ogy groups—had a full agenda when it met for an evening 
session in San Francisco. 

Fig. 4.-The Annual Meeting concluded with the installa- 
tion of Harry L. Arnold, Jr., M.D., Honolulu, Hawaii, as 
president. Here, Dr. Arnold (right) is congratulated by the 
newly chosen president-elect, John M. Shaw, M.D., Tacoma, 
Wash. 


The Dermatologist's Washington 


A report on the Washington scene from the AAD's 
Washington liaison representative, John T. Grupenhoff. 

Congressman Paul G. Rogers, Chairman of the House 
Subcommittee on Publie Health and Environment has 
introduced H.R. 11341, the Clinieal Laboratories Improve- 
ment Act of 1976. 

Senator Edward M. Kennedy introduced his own, more 
stringent bill some months ago, which was previously 
analyzed. 

The resolution of this legislation is of considerable 
interest to dermatologists because many of the laborato- 
ries operated by them might well fall under the scope of a 
new law. 

It will be useful to look at the definition of clinical 
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laboratories as spelled out in the Rogers bill to show how 
fully it covers clinical laboratories and to look at the 
exemptions which might be provided. 

As will be seen in the following, the definition of clinical 
laboratories is virtually all-inclusive: 


SEC. 353. (a) As used in this section- 

(1) The term "laboratory" or "clinical laboratory" means 
a facility for the biological, microbiological, serological, chemi- 
cal, immuno-hematological, hematological, biophysical, cytologi- 
cal, pathological, or other examination of materials derived from 
the human body for the purpose of providing information for 
the diagnosis, prevention, or treatment of any disease or 
impairment of, or the assessment of the health of, man. 


Additionally, nearly all laboratories are covered geo- 
graphically, whether they are in fact engaged directly in 
interstate commerce or not (because of the breadth of 
coverage written into the bill). 

However, there is a possible exclusion written into the 
Rogers bill for small clinical laboratories which are owned 
by physicians, or a group of not more than three. It should 
be noted, however, that the bill does not call for a direct 
legislative exclusion of such laboratories, but rather 
permits the secretary of the Department of Health, Educa- 
tion, and Welfare to provide for such an exclusion. 

The exclusion language of the bill follows: 
(D) The Secretary may exempt, on such terms and conditions as 
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may be appropriate, from the national standards for clinical 
laboratories any laboratory which is not located within a health 
care facility or does not perform services for such a facility, and 
which- 

(i) is owned and operated by a licensed physician, osteopath, 
dentist, or podiatrist, or a group of not more than three such 
practitioners and which performs tests or procedures solely in 
connection with the treatment of the patients of such owners and 
operators, and 

(ii) conducts only tests, the reliability of which (as determined 
by the Secretary) are not dependent upon the laboratory being 
subject to such national standards. 

The diffieulty with this language is obvious: the secre- 
tary of DHEW may choose or not choose to exempt, by 
regulation, such laboratories because of what he sees as the 
national interest. The regulatory process is always more 
difficult to effect than the congressional-legislative pro- 
cess, and additionally, the authority thus given to the 
secretary would continue during the entire life of the 
legislation (which length of time is likely to be considerable 
because the initial legislation was passed in 1967 and has 
grown to be more stringent, especially by regulation, since 
that time). 

The bill is long and complex. A committee for the AAD is 
now studying it, and the academy may well decide to make 
its views known to the Congress during hearings on the 
bill. 
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sacrifice their skin 
to effectively treat 
their acne. 
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A clinical test” shows Persa-Gel tobe  '»; 
as effective as tretinoin cream in thelower-  ,, 
ing of the lesion count (pustules, papules 
and comedones), on unselected patients, — " 
without excessive erythema and peeling. 
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CAUTION: Federal law prohibits dispensing without prescription. 
DESCRIPTION: Persa-Gel™ 5% contains 5% benzoyl peroxide; Persa-Gel ™ 
10% contains 10% benzoyl peroxide; in a gel base containing acetone, 
carboxyvinyl polymer, triethanolamine, sodium lauryl sulfate, propylene 
glycol and purified water. 
ACTIONS: Benzoyl peroxide is primarily effective because of its drying, 
peeling and antiseptic action. 
INDICATION: For adjunctive topical therapy of acne vulgaris. 
CONTRAINDICATIONS: Benzoyl peroxide is contraindicated in patients 
with acute inflammation and in patients with a history of hypersensitivity to 
any of the components of the preparation. 
PRECAUTIONS: If excessive irritation develops, discontinue use and institute 
appropriate therapy. After the reaction clears, treatment may often be resumed 
with less frequent applications. Avoid contact with eyes, eyelids, lips and other 
mucous membranes, and anterior neck. May bleach hair and colored fabrics. 
ADVERSE REACTIONS: Allergic contact dermatitis and severe erythema with 
crusting have been reported with topical benzoyl peroxide. 
DOSAGE AND ADMINISTRATION: Persa-Gel ^? (benzoyl peroxide) should 
be applied thinly to cover affected area after clea nsing with non-medicated 
soap and water or a degreaser. Initial application once daily before bed- 
time is recommended, increasing to twice daily as tolerance develops. Feel- 
ings of warmth and stinging and slight erythema may be noted initially. It is 
advisable to initiate therapy with Persa-Gel™ 5% shifting to the use of 
Persa-Gel^* 10% after 3 or 4 weeks, or earlier if tolerance to the 596 has 
been determined. Therapeutic results are usually seen within 2 weeks with 
continued improvement therafter. 
HOW SUPPLIED: Persa-Gel™ 5% 1.5 oz. tubes 
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...to help you 
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Published by the American Medical 
Association, Comments in Sports Med- 
icine is an up-to-date compilation of 
information on sports health and med- 
icine. It contains medically validated 
information on nutrition, maintenance 
of fitness, causes of injuries, acci- 
dents common to athletes, emergency 
first aid, and injury prevention. 


If you're involved with the care of 
athletes, this is the book you should 
have: at your fingertips. Order your 
copy today. 


Order Dept. OP-62 S/J 
American Medical Association 

535 N. Dearborn St. 

Chicago, Ill. 60610 
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Acne illustrated by artist. 


VECTRIN Capsules, 100 mg 
(ndr HCI capsules, USP) 
rief Summary of Prescribing Information 


Indicated in severe acne as adjunctive therapy. Consult 
package insert for complete prescribing information. 


Contraindication: Hyperseénsitivity to any tetracycline. 


Warnings: When need for intensive treatment outweighs 
potential dangers, perform renal and liver function tests 
before and during therapy, also follow serum concentra- 
tions. In renal impairment, usual doses may lead to 
excessive accumulation and liver toxicity. Under such 
conditions, use lower total doses, and, in prolonged 
therapy, determine serum levels. The use of tetracyclines 
during tooth development (last half of pregnancy. infancy, 
and childhood to the age of 8 years) may cause permanent 
discoloration of the teeth (yellow-gray-brown). This is 





more common during long-term use but has been observed 
following repeated short-term courses. Enamel hypoplasia 
has also been reported. Tetracyclines, therefore, 

should not be used in this age group unless other drugs 
are not likely to be effective or are contraindicated 
Photosensitivity manifested by an exaggerated 

sunburn reaction has been observed in some 
individuals taking tetracyclines. Advise patients apt to 
be exposed to direct sunlight or ultraviolet light that 
such reaction can occur, and discontinue treatment at 
first evidence of skin erythema. Studies with 
minocycline HCI indicated that photosens tivity did 

not occur. However, reports have been received. 

In patients with significantly impaired renal function, 

the antianabolic action of tetracycline may cause 

an increase in BUN leading to azotemia, hyperphos- 
phatemia, and acidosis. CNS side effects: (light- 


headedness, dizziness, vertigo) have been reported, 
may disappear during therapy, and always disappear 
rapidly when drug is discontinued. Caution patients who 
experience these symptoms about driving vehicles 

or using hazardous machinery while taking this drug. 
Pregnancy: In animal studies, tetracyclines cross 
the placenta, are found in fetal tissues, and can have 
toxic effects on the developing fetus (often related 

to retardation of skeletal development). Embryotoxicity 
has been noted in animals treated early in pregnancy. 
The safety of minocycline HCI for use during 
pregnancy has not been established. Newborns, 
infants, and children: All tetracyclines form a stable 
calcium complex in any bone-forming tissue. 
Prematures, given oral doses of 25 mg/kg every six 
hours, demonstrated a decrease in fibula growth rate, 
reversible when drug was discontinued. Tetrdcyclines 





4 
- 














" we 
T m 
< 
ia 
me N z 
ý = . » 
i? us P 
Be - 
NE. : J 
dit wé a7 
m 
d. 
Lh. 6 
^ 
ES r ad 


are present in the milk of lactating women who 
are taking a drug in this class 


Precautions: Use may result in overgrowth of non- 
susceptible organisms, including fungi. If superinfection 
occurs, antibiotics should be discontinued and 
appropriate therapy instituted. In venereal diseases when 
coexistent syphilis is suspected, darkfield examination 
should be done before treatment is started and blood 
serology repeated monthly for at least four months 
Patients on anticoagulant therapy may require downward 
adjustment of such dosage. Test for organ system 
dysfunction (eg, renal, hepatic, and hemopoietic) in 
long-term use. Treat all group A beta-hemolytic 
streptpcoccal infections for at least 10 days. Avoid giving 
tetracycline in conjunction with penicillin 


Advers Reactions: Gl: Anorexia, nausea. vomiting, 
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therapy in severe acne, 


diarrhea, glossitis, dysphagia, enterocolitis inflammatory 
lesions (with monilial overgrowth) in anogenital region 
Skin: Maculopapular and erythematous rashes 
Exfoliative dermatitis (uncommon) Photosensitivity is 
discussed above. (See Warnings.) Renaltoxicity: Rise in 
BUN, dose-related. (See Warnings.) Hypersensitivity 
reactions: Urticaria, angioneurotic edema anaphylaxis 
anaphylactoid purpura, pericarditis exacerbation of 
systemic lupus erythematosus. In young infants, bulging 
fontanels have been reported following full therapeutic 
dosage, disappearing rapidly when drug was dis- 
continued. Blood: Hemolytic anemia thrombocytopenia 
neutropenia, eosinophilia. CNS: (See Warnings.) When 
given over prolonged periods, tetracyclines may 
produce brown-black microscopic discoloration of 
thyroid glands; no abnormalities of thyroid function 
studies are known to occur 
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Indicated for use as adj 


NOTE: Concomitant therapy: Antacids containing 
aluminum, calcium, or magnesium impair absorption; do 
not give to patients taking oral tetracycline, Studies to 
date indicate that absorption of VECTRIN (minocycline 
hydrochloride) is not notably influenced by foods and 
dairy products 


Full prescribing information available upon request. 


PARKE, DAVIS & COMPANY 
Detroit, Michigan 48232 


How many of your patients can 
benefit from epidermabrasion? 


Most of them, probably. Because epidermabrasion is the controlled 
removal of the stratum disjunctum and other keratin excrescences 
of the stratum corneum. That will improve the texture and appearance 
of just about anyone's skin—on the face or other parts of the body. 


Epidermabrasion is ideally achieved with BUF-PUF* Nonmedicated 
Cleansing Sponge, a unique polyester fiber sponge that provides 
gently abrasive, thorough cleansing.” 
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Photomicrographs (100X) illustrate the smoother skin of a forehead treated once with BUF-PUF (left), 
compared with the dull, rough appearance of untreated skin (right).' 


Consider BUF-PUF for these specific indications. 
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« Acne—BUF-PUF promotes the e Keratosis pilaris—Daily use of * Hyperkeratosis—Used routinely 
drying and peeling—as well as BUF-PUF was found effective? in the and firmly, BLIF-PCIF has been found 
thorough cleansing —needed to help gradual removal of already formed to be a dramatically effective home 
manage acne. In clinical studies, use papules. Continued use helps prevent treatment for toughened, thickened, 
of BUF-PUF facilitated comedo the formation of new ones. calloused skin.? 


removal, helped prevent the formation 
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Letters to the Editor 


Malignant Melanoma 
Arising With Two Halo Nevi 


To the Editor.—This case is reported 
because of the recent awareness of 
the association of malignant mela- 
noma with the halo nevus and the in- 
creasing investigative work in trying 
to understand the relationship. 


Report of a Case.—A 28-year-old blond 
woman was seen recently with a pink, 
raised tumor with a wide peripheral area 
of depigmentation on the middle of the up- 
per back, a typical halo nevus that had 
been noticed for only a few months (Fig 1). 





This was removed surgically, and the his- 
tological examination proved it to be a ma- 
lignant melanoma (Fig 2 through 4). The 
patient was then referred to a general sur- 
geon specializing in melanomas who did a 
wider and deeper excision. The patholog- 
ical report of the surgical specimen showed 
no residual melanoma. 


Comment.—The halo nevus is dis- 
tinctive: a pigmented nevus becomes 
surrounded by a halo of depigmented 
Skin, then gradually diminishes in 
size and eventually disappears.' The 
depigmented halo of skin may or may 
not later repigment. Often these le- 
sions are multiple, appearing mainly 
on the trunk of young adults. They 
are not infrequently associated with 
vitiligo and may antedate the onset 
of this condition. 





Light and -'electron microscopic 
studies** have shown that there is a 
loss of functional dopa-positive secre- 
tory melanocytes in the epidermis in 
addition to the loss of pigment. 

A dense, predominently lympho- 
cytic infiltrate has been regarded as 
morphological evidence of an immune 
reaction, responsible both for the re- 
jection of these tumors and for their 
eventual disappearance. It is equally 
likely, however, that the cellular in- 
flammatory infiltrate is purely sec- 
ondary. Immunofluorescent investi- 
gations on the halo nevus have not 
demonstrated y-globulins in the pa- 
tient's serum directed against the tu- 
mors.* 

Of considerable interest is a recent 
observation by Copeman et al’ that 
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Fig 1.—Halo nevus mid-back. Pink, raised tumor with wide periph- 
eral area of depigmentation. 


Fig 3.—Malignant melanoma showing atypical melanocytes and 
some anaplastic melanocytic cells and irregularly shaped nests 
(hematoxylin-eosin, original magnification x 250). 
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Fig 2.—Malignant melanoma showing papular lesion covered by 
serous and cellular crust, beneath which is thinned, irregular, 
and edematous epidermis (hematoxylin-eosin, original magnifica- 
tion x 100). 


Fig 4.—Malignant melanoma showing anaplastic melanocytic 
cells migrating through dermis in Pagetoid process, exhibiting 
pleomorphism, nuclear hyperchromasia and vacuolization, mitot- 
ic activity, and loss of polarity (hematoxylin-eosin, original magni- 
fication x 400). 
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. patients with halo nevi have a circu- 


lating antibody against the cyto- 
.. plasm of malignant melanoma cells. 
<. These authors, using immunofluores- 

. cent techniques, have found a specific 


antibody in the serum of. 15 patients 
with unresolved halo nevi, and this 
antibody has also been found in the 
serum of patients with cutaneous ma- 
lignant melanoma before widespread 
| metastases have appeared.* 

The antibody, however, was not de- 


de tected in the serum of patients with 
_.. other cutaneous pigmentory disorders 
— -gSueh as vitiligo, nevi, blue nevi, and 


juvenile melanomas, nor was it found 


- in patients with resolved halo nevi, 
- nor where a solitary halo nevus had 


been exeised. 
- Lewis and Copeman’ suggest that 


the halo nevus is a "frustrated malig- 
. nant melanoma” representing an ac- 
= eelerated and successful rejection of a 


pigmented nevus developing malig- 
nant change. 

Sometimes depigmented halos oc- 
cur around malignant melanomas, 
and these tumors, like the halo nevus, 
may spontaneously regress." But in 
- spontaneously regressing melanomas, 
there is no prominent. round cell infil- 
trate such as is found in the halo nevi. 
The tumor cells simply seem to fade 
away." 

Possibly it is the macrophage and 
not the lymphocyte that has a cyto- 
toxic effect both on halo nevi and 
regressing melanoma. Experiments 
using animal tumor cells have shown 
that "armed macrophages" are spe- 
cifically cytotoxic to cultures of ma- 
 lignant cells.’ 

The cytoplasmic antibody to mela- 
noma cells found in the serum of pa- 
tients with halo nevi may also prove 
to be cytopathic to melanocytes. A 
further factor could be the presence 
of a blocking antibody" that may pre- 
vent the cytotoxic effect of maero- 
 phages and lymphocytes. 

. The immunological relationships of 
the halo nevus and malignant mela- 
noma are rather tenuous, supported 
. only by the findings of an antibody 
-common to both. 
Copeman et al’ postulate that the 
^ halo nevus represents an accelerated 
" and successful rejection phase of a 
pigmented nevus undergoing malig- 
nant change. They think there are at 
least two types of vitiligo, the usual 
type and one specifically associated 
with the halo nevus. They also believe 
that they have sufficient evidence to 
prove that juvenile melanoma is not 
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related immunologically to malignant 
melanoma. 

Epstein et al" reported five pa- 
tients in whom multiple halo nevi ap- 
peared dramatically after removal of 
primary malignant melanoma. Im- 
munological studies revealed that the 
patient's lymphocytes had strong cel- 
lular immunity toward melanoma an- 
tigens. They believe that halo nevus 
may occur in association with malig- 
nant melanoma more commonly than 
previously suspected and may repre- 
sent an immune response to mela- 
noma or related antigens. 

HaROLD C. FISHMAN, MD 
Los Angeles 


1. The halo naevus and malignant melanoma, 
editorial Lancet 1:982, 1973. 
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Multiple halo nevi: Histopathological findings in 
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Acne Traumatica 


To the Editor.-l was delighted to 
read in the April issue of Archives of 
Dermatology (111:481, 1975) that Mills 
and Kligman had discovered the role 
of trauma in the production of acne 
lesions. It is interesting that they 
eould not confirm the postulate of 
L. E. Gaul, MD, that rubbing might 
induce erythema and hyperkeratosis, 
causing poral closure and comedo 
formation. His study “Habitual Ma- 
nipulations in Acne Vulgaris” dis- 
cusses and illustrates these manipula- 





tions in 96 patients. Gaul’s study was 
unknown to me when I delivered my 
lecture “The Role of Trauma and 
Other Thoughts About Acne”? before 
the Association of Clinical Attendings 
in Dermatology on May 3, 1972, in 
New Haven, Conn; but his article 
ought to be read by those interested in 
this subject. 

Personally, I prefer the more eu- 
phonious term “acne traumatica" to 
the cumbersome and inelegant “acne 
mechaniea" of Mills and Kligman. 
Only some of us are "acne mechan- 
ics." 

It certainly seems that some emo- 
tional flares are better explained by 
the activities of the hands, probably 
by inducing the follieular rupture 
syndrome, than by the mysteries of 
the psyche. 

The "authoritative cease-and-desist 
order" suggested by Mills and Klig- 
man is not always successful, al- 
though it may restrain the new secre- 
tary, bored by her first job, from 
resting her chin in her hands, and 
it may enjoin the exhausted student 
from cradling his cheeks in his hands 
while he burns the midnight oil. In 
Cambridge, the more difficult patient 
is the rule. His complicated psyche 
necessitates a sophisticated decon- 
ditioning technique. Some patients 
prefer transcendental meditation or 
self-hypnosis. Others require insight 
therapy before they leave their skins 
alone. The reason the patient touches 
his skin ranges from the simple to 
the intrieately complex, and therapy 
must be individualized accordingly. 

We are eagerly awaiting further 
studies, perhaps from Dr Kligman’s 
laboratory, measuring the critical 
pressure necessary to rupture the fol- 
licle wall. Will the critical pressure 
vary for the chin, the cheek, and the 
back, as well as for different families 
and races? 

Howarp S. YAFFEE, MD 
Cambridge, Mass 

1. Gaul LE: Habitual manipulations in acne 
vulgaris. J Indiana State Med Assoc 49:1192- 
1204, 1956. 


2. Yaffee HS: The role of trauma and other 
thoughts about aene. Cutis 12:579-582, 1973. 


Limited Usefulness 
of Artificial Light Sources 


To the Editor.—We and other readers 
of the ARCHIVES learned much from 
Dr Urbach's reply to our recent com- 
munication? in which he precisely out- 
lined the technical properties and lim- 
itations of the xenon are solar 
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simulator. However, we addressed 
ourselves to the clinical report of 
Mathews-Roth et al? and to their 
statement that they were concerned 
about "a lack of more quantitative 
correlation" between results obtained 
with sunlight and the solar simulator 
for patients with erythropoietic 
protoporphyria (EPP). We wondered 
why Mathews-Roth et al employed 
the solar simulator to evaluate the 
protective action of  f-carotene 
against long ultraviolet and visible 
light. Our confusion was somewhat 
resolved when Dr Pathak (verbal 
communication, December, 1974) in- 
formed us that the instrument had 
been modified to provide more light 
energy in the long ultraviolet and vis- 
ible light regions. The question of 
whether the modified solar simulator 
was used appropriately is one for Drs 
Pathak and Urbach to resolve. Dr Ur- 
bach referred to several major flaws 
in our reasoning, whereas most of his 
subsequent remarks were directed to 
technical aspects of the instrument. 
We disclaim any responsibility for er- 
rors arising from use of the solar sim- 
ulator by others and will reply to only 
those points relating to our discus- 
sion. 

The mechanism of action of oral £- 
carotene has not been elucidated. 
Our premise that the compound acts 
mainly as a physical sunscreen? does 
not alter the circumstance that the 
solar simulator has been employed to 
evaluate the therapeutic efficacy of 
the carotenoid. The possibility that 
the instrument may be used inap- 
propriately only strengthens our be- 
lief that for clinical evaluation, test 
procedures other than sunlight expo- 
sure must be interpreted with caution 
and may be superfluous. The poor cor- 
relation with sunlight tolerance ob- 
served by Mathews-Roth et al, even 
with a modified solar simulator, adds 
weight to this argument. 

The comment that it is impossible 
to estimate the actual sunlight expo- 
sure of photosensitive patients re- 
quires elaboration. These persons are 
constantly testing their limits of sun- 
light tolerance. In actual clinical use, 
the patient has ultimate control over 
the time course of increasing his sun- 
light exposure and the limits to which 
he will extend his photoprotection. In 
this regard, the goal of therapy is not 
to enable him to withstand prolonged, 
continuous sunlight exposure in su- 
pine experimental positions, but 
rather to permit him to conduct nor- 
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mal outdoor activities without the 
need for extreme avoidance of the 
sun. His judgement of how long he 
can tolerate daily sunlight exposure is 
the ultimate criterion of therapeutic 
effectiveness. Obviously, this judg- 
ment does not require precise mea- 
surement of his actual sunlight dose. 
Our clinical experience is in complete 
agreement with that reported by 
Mathews-Roth et al for patients with 
EPP. With the use of a topical sun- 
screen (dihydroxyacetone and law- 
sone), we too have observed that some 
patients with EPP and other types of 
photosensitivity can tolerate, without 
discomfort, the amount of sunlight 
they encounter during normal out- 
door activities for the entire day.*^ 
Obviously, these persons cannot with 
impunity expose their skin to long in- 
tervals of intense sunlight any more 
than untanned nonphotosensitive in- 
dividuals can. 

The objection to our comparing 
monochromator results with sunlight 
tolerance may arise from our inter- 
pretation of the latter in terms of 
benefit to the patient rather than 
nicely-ordered experimental data that 
has limited clinical application. 

It was stated that we object to the 
solar simulator or to the report de- 
scribing it. Our reply is an emphatic 
no in both instances. As noted in 
our communication, we recognize the 
value of artificial light sources and, in 
fact, have a solar simulator for exper- 
imental use. The report by Mathews- 
Roth et al is the first, to our knowl- 
edge, to present comparative data 
concerning solar simulator results 
and patient sunlight tolerances. We 
await with anticipation the publica- 
tion of Dr Kligman's report on sun- 
screens for short ultraviolet light. 

Ramon M. Fusano, MD, PuD 
JOHN A. JOHNSON, PHD 


Omaha, 
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111:394-395, 1975. 

2. Mathews-Roth MM, Pathak MA, Fitz- 
patrick TB, et al: Beta-carotene as an oral pho- 
toprotective agent in erythropoietic proto- 
porphyria. JAMA 228:1004-1008, 1974. 

3. Johnson JA, Fusaro RM: Beta-carotene. 
Nature 243:177, 1973. 

4. Fusaro RM, Johnson JA: Sunlight protec- 
tion for erythropoietic protoporphyria patients. 
JAMA 229:1420, 1974. 

5. Fusaro RM, Johnson JA: Photoprotection of 
patients sensitive to short and/or long ultravio- 
let light with dihydroxyacetone/naphthoquin- 
one. Dermatologica 148:224-227, 1974. 

6. Fusaro RM, Runge WJ, Johnson JA: Protec- 
tion against light sensitivity with dihydroxyace- 
tone/naphthoquinone. Int J Dermatol 11:67-70, 
1972. 


Scabies in Man 


To the Editor.—It is to be hoped that 
the recent publication of the excellent 
article by Charlesworth and Johnson, 
entitled "An Epidemic of Canine 
Scabies in Man," has also drawn at- 
tention to a more extensive, more im- 
mediate problem, the rising incidence 
of human scabies caused by Sarcoptes 
scabiei var hominis. 

The advancing tide of human 
scabies has caught many physicians 
by surprise; the majority of cases 
seen in our clinic have been previ- 
ously misdiagnosed elsewhere. 

Any patient with an itch is suspect. 
The mite respects no age group and 
no social station. While most cases 
are acquired venereally, nonvenereal 
body contact (eg, shaking hands, 
handholding games of children) and, 
rarely, indirect contact via infested 
fomites may occur. 

Infestation with human scabies is 
not diffieult to diagnose. Typically, 
the patient itches more at night and 
complains of symmetrical involve- 
ment in one or more of the following 
areas, listed in approximate order of 
frequency: fingerwebs, genitals, me- 
dial surface of the thighs, buttocks 
and presacral area, volar aspect of the 
wrists, waistline, umbilicus, axillae, 
elbows, ankles, and inframammary 
region. The upper part of the back is 
usually spared (unless the patient is 
bedridden), and the palms, soles, 
neck, and head are almost never in- 
volved, except in cases of childhood 
scabies and Norwegian scabies. The 
eczematized nodules on the genitals 
are very characteristic. Burrows, 
which are most easily found in the 
fingerwebs and on the volar aspect of 
the wrist, are diagnostic. They appear 


Adult mite with fecal pellet visible posteri- 
orly (at right). 





Letters to the Editor 409 


as a thin (0.8 to 0.5 mm), grayish- 
White, elevated, serpiginous track 1 to 
10 mm long. The remaining papular, 
vesicular; excoriated, and secondarily 
infected lesions are not specific. 

To confirm the diagnosis, place a 
drop of immersion oil on a #15 blade 
and scrape a burrow, preferably until 
fine ‘specks of blood are noted. Place 
the specimen on a slide and examine 
under low power (4X objective). In 
the majority of cases (but not all), a 
mite, an ovum, or fecal pellets should 
be demonstrable. An adult mite and a 
fecal pellet can be seen in the Figure; 
an ovum is egg-shaped and approxi- 
mately 20% to 25% of the size of an 
adult mite. Lesions other than bur- 
rows are much less likely to be “posi- 
tive.” 

Treatment is simple and effective: 
apply 1% gamma benzene hexachlo- 
ride (Kwell) cream or lotion from the 
chin to the toes for a 24-hour period; 
repeat the application in seven days. 
An alternate regimen, with similar 
effectiveness but with a higher inci- 
dence of irritant dermatitis, is daily 
application of the cream or lotion for 
three successive days. In the rare in- 
stances of treatment failure, 25% 
benzyl benzoate emulsion may be ap- 
plied for three successive nights. Bed 
linen should be changed after each 
treatment. Intimate contacts should 
be treated using an epidemiologic ra- 
tionale; even if persons are asympto- 
matic at the time of contact, they 
may be in the initial four-week latent 
period of infestation, during which 
time they are nevertheless capable of 
effecting contagion. 

LCDR Harry L. PARLETTE, MC, USN 
Pensacola, Fla 


1. Charlesworth EN, Johnson JL: An epidemic 
of canine scabies in man. Arch Dermatol 110:572- 
574, 1974. 


Vesicular Pityriasis Rosea 


To the Editor.—W e have recently seen 
two cases of acute vesicular eruptions 
of the feet that progressed to pit- 
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Vesicular lesions on foot early in course of disease. 


yriasis rosea, a previously unreported 
finding in this papulosquamous dis- 
ease. 

Both patients were young adult 
males, aged 19 and 23, one black and 
one Mexican-American; the cases oc- 
curred three months apart. Each case 
began as a slightly pruritie, non- 
erythematous eruption of tense 1-mm 
to 9-mm vesicles on the soles and lat- 
eral aspects of the feet (Figure). In 
both men, potassium hydroxide prep- 
arations of vesicle roofs and skin 
scraping yielded negative findings, as 
did fungal and bacterial cultures. 
There was no history or evidence of 
contact or irritant dermatitis, and a 
standard series of patch tests all gave 
negative results. 

In both patients the eruption pro- 
gressed during a period of one week 
to involve both feet up to the ankles 
with vesicles and crusting. During 
the second week both patients' feet 
improved with bland topical therapy, 
but they began to develop multiple, 
oval, papulosquamous lesions with a 


peripheral scale over the trunk, arms, 
and entire lower extremities, but 
sparing the palms and head. The clin- 
ical findings were consistent with a 
diagnosis of typical pityriasis rosea. 
With conservative therapy, the entire 
course of the disease lasted eight 
weeks in one patient and six weeks in 
the other. 

The interpretation of these cases 
includes either an undetermined 
cause of dermatitis of the foot with 
pityriasis rosea as a coincidental find- 
ing or a vesicular dermatitis initiat- 
ing or heralding pityriasis rosea. 

These cases do not fit the accepted 
category of vesicular pityriasis rosea, 
in which vesicles occur on the trunk 
alone or with typical pityriasis rosea 
lesions.'? 

LTC Raymonp L. Garcia, MC, USAF 
San Antonio, Tex 


1. Baker RJ, Johnson WC: Vesicular pityriasis 
rosea. Cutis 8:341-342, 1971. 

2. Weiss RL, Lane CW, Showman WA: Pit- 
yriasis rosea. Arch Dermatol Syphilol 15:304, 
1927. 


Letters to the Editor 
















.— News and Notes 


Annual Meeting of Pennsylvania 


Academy of Dermatology.—The eighth 


E annual meeting of the Pennsylvania 
. . Academy of Dermatology was held at 
^s the Hotel Hershey in Hershey, Pa, 


Sept 19-21, 1975. At that time, the 
following officers were elected: presi- 
dent, Harry L. Wechsler, MD; vice- 
president, Charles H. Greenbaum, 
MD; and secretary-treasurer, Joseph 
À. Witkowski, MD. 

Drs Herbert Parnes and Michael 
Mitchell were appointed to the Execu- 


E tive Committee as members-at-large. 


"The ninth annual meeting will be 


: i - heldi in Philadelphia, Sept 17-20, 1976, 
~. as joint meeting with the Philadel- 


phia Dermatological Society and will 
commemorate the 100th anniversary 
of the professorship of Louis A. 
Duhring. 


Sixth Annual Summer Conference on 
Immunopathology of the Skin at Buffa- 
lo.— From May 17-21, 1976, a two-day 
lecture course on basic concepts of 
immunopathology and on the role of 
autoimmunity in psoriatie, bullous, 
and connective tissue diseases will be 
held, followed by a three-day labora- 
tory and lecture course that will delve 
into the principles and practices of 
defined immunofluorescence and 
their application to studies on the role 
of autoimmunity in psoriasis. These 
teaching conferences will be given by 
the departments of microbiology and 
dermatology of State University of 
New York, at Buffalo, under the direc- 
tion of Drs E. H. Beutner and R. N. 
Nisengard. Admission is limited. Reg- 
istration for the two-day course is $90, 


Ee „and that for the entire five days is 


$225. A deposit of $25 made out to the 
Faculty Student Association of 
-SUNY/B, together with a statement 


. of qualifications and interest may be 


pU sent to Charles Hall, Director, Con- 


ee . tinuing Medical Education, 2211 Main 


St, Buffalo, NY 14214. 


Second Henry E. Michelson Memorial 
Lecture.—Richard B. Stoughton, MD, 
head of the Division of Dermatology 
at the Seripps Clinie and Research 
Foundation, La Jolla, Calif, will 
deliver the Memorial Lecture at the 
Second Henry B. Michelson Clinieal 
. and Scientific Seminar of the Minne- 
sota Dermatological Society to be held 
iday, May 21, 1976, in Minneapolis. 
esentations of dermatological inter- 
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est and Dr Stoughton's lecture will be 
given in the morning; clinical case 
presentations and discussions will fol- 
low in the afternoon. Reservations 
and further information may be 
obtained from William C. Gentry, Jr, 
MD, Box 98, University Hospitals, 
Minneapolis, MN 55455. 


Symposium on Allergy.—A four-day 
medical symposium titled Recent Ad- 
vances in Allergy will be held at the 
Homestead in Hot Springs, Va, May 2- 
5, 1976. The medical seminars will be 
held from 8 to 10 AM each day. A golf 
and tennis tournament will be held in 
conjunction with this meeting, begin- 
ning each day at 10 am. There will bea 
lecture each evening from 6 to 7 PM. 

The speakers for this symposium 
inelude Hyman Chai, MD, director of 


. Hospital Services at Children's Asth- 


ma Research Institute and Hospital in 
Denver; Alexander A. Fisher, MD, 
clinical professor, Department of Der- 
matology, New York University, Post- 
graduate Medical School, New York 
University Medical Center, New York; 
Lloyd V. Crawford, MD, professor of 
pediatries, chief of Allergy Section, 
Department of Pediatrics, University 
of Tennessee College of Medicine, 
Memphis; and Claude A. Frazier, MD, 
from Asheville, NC. 

A variety of subjects will be 
diseussed, including allergic pulmo- 
nary diseases, pediatric allergy, insect 
allergy, and allergic conditions of the 
skin, the latter including such papers 

s "Contaet Urticaria to Foods and 
Chemicals," “Allergic Contact 'Sys- 
temic Type’ Dermatitis Medicamento- 
sa,” “Contact Dermatitis in Medical 
and Allied Professions,” and "Derma- 
titis to New Contactants.” 

For further information, contact 
Claude A. Frazier, MD, 4-C Doctors 
Park, Asheville, NC 28801. 


Seminar on Office Surgery.—A semi- 
nar on office surgery, emphasizing 
techniques of performing skin grafts 
and skin flaps, will be held in Jackson- 
ville, Fla, April 23-25, 1976. This is 
sponsored by the American Society 
for Dermatologic Surgery and will be 
open to all dermatologists and resi- 
dents in dermatology. For further 
information, contact Dr James R. 
Trimble, 421 Marshall Taylor Doctors 
Bldg, Jacksonville, FL 32207. 


Meeting on Melanoma.—On April 
1-3, 1976, a meeting on biology and 
immunology of melanoma as related 





to diagnosis, therapy, and prognosis 
will be held. The program is cospor- 


sored by Temple University School of `` 
Medicine, the Institute for Cancer. — 
Research of Philadelphia, and the Fels. .. 
Research Institute, and the program =~ 


director is Wallace H. Clark, Jr, MD. 


For further information, write to — is 


the Office for Continuing Medical 
Education, Temple University School 


of Medicine, 8400 N Broad St, Phila- E 


delphia, PA 19140, or call (215) 221- 
AT8T. 


Fellowships for Psoriasis Research.— z 


The National Psoriasis Foundation is 
sponsoring two types of fellowship 
support for research in psoriasis, the 
National Psoriasis Foundation fellow- 


ship and summer scholarships for =- 


medical students. 

The National Psoriasis Foundation 
fellowship eonsists of two fellowships 
for stipend only for postdoctoral 
training of a person with either the 
MD or PhD degree. The support is for 
the period from July 1, 1976, through 
June 30, 1977. 

Summer scholarships will be 
awarded for the support of medieal 
students engaged in research related 
to psoriasis. The stipends are $1,000 
and cannot be used to supplement 
salary from other sources. 

The deadline for applications for 
both types of support is April 15, 1976, 
and awards for each will be announced 
May 15, 1976. 

Applications and further informa- 
tion can be obtained from Joseph 
McGuire, MD, Department of Derma- 
tology, Yale University School of 
Medicine, 333 Cedar St, New Haven, 
CT 06510. 


Standard Screening Patch Test Ser- 
ies.-In December 1975, the North 
American Contact Dermatitis Group 


made the following changes in their — . 


routine battery. Deletions were thi- 
merosal (Merthiolate) and turpen- 
tine. | 

The positives observed were not 
believed to be of enough value to 


patient care to justify inclusion ina 


routine series. 
Additions made included the follow- 
ing fragrances and preservatives: 5% 


cinnamic alcohol in petrolatum; 4% -— a 


hydroxycitronella in petrolatum; 5% 
benzyl alcohol | 
imidazolidinyl urea (Germall-115) in. 
water; 2% quaternium-15 (Dowicil 200). 
in water; and 2% captan (Vancide-89 . 
RE) in petrolatum. gus 





in petrolatum; 2% us 
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antifungal 
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— CONTRAINDICATIONS 





Today's woman can't hide an unsightly PRECAUTIONS 


: ae » : May prove irritating to sensitized skin in rare cases. If this occurs, 
dermatosis, making effective treatment a discontinue therapy, May stain, i 
P If used under occlusive dressings or for a prolonged period, watch 
necessity. for signs of pituitary-adrenal axis suppression, 
. . " | . May interfere with thyroid function tests. Wait at least one month 
With its unique four-way action, after discontinuance of therapy before performing these tests. The 
, & . . ! . ferric chloride test for phenylketonuria (PKU) can yield a false- 
Vioform* -Hydrocortisone provides the kind sitive result if Vioform is present in the diaper or urine. 
A "K rolonged use may result in overgrowth of nonsusceptible orga- 
of comprehensive therapy that many common nisms requiring appropriate therapy. 
dermatoses* require, particularly those mm- Few reports include: Hypersensitivity, local Durning, irritation, 
. è , pruritus. Discontinue if untoward reaction occurs, Rarely, topical 
fected with fungi or bacteria. corticosteroids may cause striae at site of application when used 
j "TP "E for lor E ii in intertriginous areas. 
*This drug has been evaluated as possibly effective for these indi- DOSA 
cations, See brief prescribing information. Apply a thin layer to affected areas 3 or 4 times daily. 


Ow ye . HOW SUPPLIED 
Vioform?-Hydrocortisone Cream, 3% iodochtorhydroxyquin and 1% hydrocortisone in a 
k : T" water-washable base containing stearyl alcohol, cetyl alcohol, 
(iodochlorhydroxyquin and hydrocortisone) stearic acid, petrolatum, sodium lauryf sulfate, and glycerin in _ 
Pneu | aM A UE water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
| and 1% hydrocortisone in a petrolatum base; tubes of 20 Gm. 
Lotion, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearic acid, cetyl alcohol, lanolin, 
propylene glycol, sorbitan tricieate, polysorbate 60, triethanolami ne, 
methyiparaben, propylparaben, and perfume Flora in water; plastic 
squeeze bottles of 15 mi. Mild Cream, 395 iodochiorhydroxyquin 
and 0.5% hydrocortisone in a water-washable base containing 
Yet alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
lauryl sulfate, and glycerin in water; tubes of 4% and 1 ounce, 
Mild Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone 
ina petrolatum base; tubes of 1 ounce. 
Consult complete product literature before prescribing. 


CIBA Pharmaceutical Company 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 





INDICATIONS | ; 
Based on a review of this drug by the National Academy of 
Sciences-National Research Council and/or other information, 
FDA has classified the indications as follows: AA 
“Possibly” effective: Contact or atopic dermatitis; impetigi- 
nized eczema; nummular eczema; infantile eczema; endoge- 
nous chronic infectious dermatitis; stasis dermatitis; pyoderma; 
nuchal eczema and chronic eczematoid otitis externa; acne 
urticata; localized or disseminated neurodermatitis; lichen 
simplex chronicus; anogenital pruritus (vulvae, scroti, ani); 
folliculitis; bacterial dermatoses; mycotic dermatoses such as 
tinea (capitis, cruris, corporis, Maid monitiasis; intertrigo. 
Final classification of the less-than-effective indications requires 
| further investigation. 
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Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredi- 


vents or related compounds; lesions of the eye; tuberculosis of the 
"skin; most viral skin lesions (including herpes simplex, vaccinia, 
- and varicella). 
WARNINGS. 

This product is not for ophthalmic use. 
-. inthe presence of eme infections, appro- 

: priate systemic antibiotics should be used. 
, Usage in Pregnancy | 

Although topical steroids have not been 

reported to have an adverse effect on preg- 
nancy, the safety of their use in pan 
females has not been established. Therefore, 
they shouid not be used extensively on preg- 
nant patients in large amounts or for pro- 
ionged periods of time. 










iodochlorhydroxyquin 
and hydrocortisone) 
the most widely 


prescribed form... , 
20 Gm Cream | 





let's 
talk about 
FOOD 





How to separate 
fact from fiction 


about foods and diets 


What’s the single best way to shed 
pounds and slim down? What are the 
most nutritious foods for growing 
kids? Books and health columns by 
the hundreds offer answers. Trouble 
is, all too often you get conflicting 
answers. 

Where can you turn to, to get answers 
you can really trust? 

Let’s Talk About Food. What makes 
it different? It was prepared by one 
of America’s foremost authorities on 
food and nutrition, Dr. Philip L. White 
of the American Medical Association, 
with the assistance of Nancy Selvey, 
R.D., of the AMA Department of 
Foods and Nutrition. 

You'll find answers—dependable, au- 
thoritative answers—to hundreds of 
questions about foods and diets, from 
fasting to freezer-burn, botulism to 
barbequing. Send for your copy now. 





: Publishing Sciences Group, Inc. 
: 411 Massachusetts Avenue 
: Acton, Massachusetts 01720 


: Please send me a copy of Let's 
: Talk About Food. My check for 
: $7.45 (including postage) payable 
: to Publishing Sciences Group, Inc., 
Is enclosed. 


Name 


Address 


* City/State/Zip q/J 
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Vanoxide" Acne Lotion and Loroxide" Acne Lotion 


Description: Vanoxide Acne Lotion contains (as dispensed) benzoyl peroxide 
5% and chlorhydroxyquinoline 0.25%, incorporated in a water washable 
lotion. 


Loroxide Acne Lotion contains (as dispensed) benzoyl peroxide 5.5%, and 
chlorhydroxyquinoline 0.25%. incorporated in a water washable lotion, with 
Dermik Color Blender supplied separately. 


How Supplied: Vanoxide— Bottles, 25 and 50 grams; Loroxide — Bottles, 
25 grams 


Vanoxide-HC" and Loroxide-HC" Lotions 


Description: Vanoxide-HC Lotion contains (as dispensed) hydrocortisone 

0 5%, benzoyl peroxide 5.0% and chlorhydroxyquinoline 0.25%, incorporated 
in a water washable lotion containing purified water, propylene glycol, 
hydroxyethylcellulose, FD&C color, cholesterol-sterol, cetyl alcohol, 
propylene glycol stearate, polysorbate 20, lanolin alcohol, propylparaben, 
decy! oleate, purcelline oil syn., antioxidants, vegetable oil, methylparaben, 
tetrasodium EDTA, buffers. cyclohexanediamine tetraacetic acid, calcium 
phosphate, silicone emulsion, and silica. 


Loroxide-HC Lotion contains (as dispensed) hydrocortisone 0.5%, benzoyl 
peroxide 5.5% and chlorhydroxyquinoline 0.25%, incorporated in a water 
washable lotion containing purified water, propylene glycol, hydroxyethyl- 
cellulose. caramel color, cholesterol-sterol, cetyl alcohol, propylene glycol 
stearate, polysorbate 20, lanolin alcohol, propylparaben, decyl oleate, 
purcelline oil syn., antioxidants, vegetable oil, methylparaben, tetrasodium 
EDTA, pH buffers, cyclohexanediamine tetraacetic acid, calcium phosphate, 
silicone emulsion, silica, kaolin, talc and titanium dioxide, with" Dermik Color 
Blender’ supplied separately. 


Actions: Provides keratolytic, peeling and drying action 
Indications: An aid in the treatment of acne and oily skin. 


Contraindications: Contraindicated for patients having known hypersensi- 
tivity to hydrocortisone, benzoyl peroxide, chlorhydroxyquinoline or any other 
component of this preparation. Topical steroids are contraindicated in viral 
diseases of the skin, such as varicella and vaccinia. 


Warning — Usage in Pregnancy: Safety of use of topical steroids during preg- 
nancy has not been absolutely established. Therefore, they should not be 
used extensively. or in large amounts or for prolonged periods of time on 
pregnant patients. 


Precautions: For external use only. Keep away from eyes. Discontinue use if 
irritation develops. Use of appropriate antifungal or antibacterial agents 
should be instituted in presence of infection. If a favorable response does not 
occur promptly, the corticosteroid should be discontinued until the infection 
has been adequately controlled. If extensive areas are treated, or if the 
occlusive technique is used, the possibility exists of increased systemic 
absorption of the corticosteroid and suitable precautions should be taken. 
Observe patients carefully for possible local irritation or sensitization during 
long-term topical therapy. Apply with caution on neck and/or other sensitive 
areas. There may be a slight, transitory stinging or burning sensation on 
initial application which invariably disappears on continued use. Ultraviolet 
and cold quartz light should be employed in lesser amounts, as this lotion 

is keratolytic and drying. Harsh, abrasive cleansers should not be used 
simultaneously with this lotion. Colored or dyed garments may be bleached 
by the oxidizing action of benzoyl peroxide. Chlorhydroxyquinoline may 
cause temporary light-yellowish skin staining in rare cases. Keep out of the 
reach of children. 


Adverse Reactions: Local adverse reactions reported with topical corti- 
costeroids: burning sensations, itching, irritation, dryness, folliculitis, 
secondary infection, skin atrophy, striae, hypertrichosis, acneiform eruptions, 
and hypopigmentation. The sensitizing potential of benzoyl peroxide and 
chlorhydroxyquinoline are low; but they can produce allergic reaction. 
Reduce amount and frequency of application if excessive redness or peel- 
ing occurs. 

How Supplied: Bottles, 25 grams. 


Caution: Federal law prohibits dispensing without prescription. 


5-Benzagel" and 10-Benzagel” Acne Gels 


Description: 5% or 10% benzoyl peroxide. 6% polyoxyethylene lauryl ether and 
40% alcohol in an astringent gel containing colloidal magnesium aluminum 
silicate, hydroxypropyl! methylcellulose, citric acid, fragrance, and purified 
water 


Action: Provides drying, desquamative and antiseptic activity 
Indication: An aid in the treatment of acne. 


Dosage and Administration: Wash affected areas prior to application. Apply 
once or more daily or as directed by physician. 


Contraindications: Should not be used by patients having known sensitivity 
to either benzoyl peroxide or polyoxyethylene lauryl ether. 


Precautions: For External Use Only. Not for ophthalmic use. Keep away from 
eyes and mucosae. Very fair individuals should begin with a single applica- 
tion at bedtime allowing overnight medication. May bleach colored fabrics. 
Keep this and all other medications out of the reach of children. 


Caution: Federal law prohibits dispensing without prescription. 
How Supplied: Plastic tubes, 175 oz. and 3 oz. 


DERMIK LABORATORIES, INC. 
Fort Washington, Pa., U.S.A. 19034 t 
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for intensive acne care from 


originator and leader in 
Benzoyl Peroxide Acne Therapy 
at practical patient cost 





help skin 
Keep In | 
touch with 
moisture... 





Alpha Keri’s microfine particles 
disperse evenly throughout bath 
water and form an invisible cloak to 
help lock in moisture. Alpha Keri 
helps skin feel soft, smooth and 
supple. Between baths, Keri Lotion 
provides additional relief to troubled 
dry spots. 


ai 


Alpha Keri/Keri Lotion 


therapeutic bath oil skin lubricant-moisturizer 
4, 8, and 16 oz. 6.5 and 13 oz. 
shatterproof plastic bottles bottles 


lets dryskin feel moisture 
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WESTWOOD 


as PHARMACEUTICALS INC. 
a Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N1E2 
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The remarkable 


Aeroseb-Dex patented delivery system can do what no other steroid can. 





As well as keeping your patient's hair unruffled, Aeroseb-Dex will treat dozens of difficult 
to reach areas of the body. Behind the back. Between the toes. Even through panty hose to get 


at painful sunburn. 


Aeroseb-Dex offers the patient acceptance you desire by giving your patients the convenience 


they desire. 


No steroid is more convenient or easier to use than Aeroseb-Dex. 


Aeroseb-Dex (dexamethasone) topical aerosol spray 


DESCRIPTION: Each aerosol contains 15 Gr 
dexamethasone 66 1 
alcohol (41.99; by weight 28 ( 
with isopropyl! myristate and propellant (dichlorotetrafluoroethane) 

Each 1 second of spray disperses approximately 0.023 mg. of dexamethas 

*Sample size only — not available for sale 

INDICATIONS For relief of the inflammatory manifestations of corticos 

dermatoses 

CONTRAINDICATIONS Topical steroids are contraindicated in viral disease 

as varicella and vaccinia 

Topical steroids are contraindicated in those patients with a history of hyperser 

of the components of the preparation 

This preparation is not for ophthalmic use 

Topical steroids should not be used when circulation is markedly impairec 
WARNINGS USAGE IN PREGNANCY: Although topical steroids have not - 
an adverse effect on the fetus, the safety of their use in pregnant females h tat 
established. Therefore, they should not be used extensively on pregnant patie nts, ¢ 


amounts. or for prolonaed periods of time 


90 Gn 


PRECAUTIONS If irritation develops, the product should be discontinued and appropriate 
therapy instituted 
he presence of an infection, the use of appropriate antifungal or antibacterial agents should 
stituted. If a favorable response does not occur promptly, the ci rticosteroid should be 
nfection has been adequately controlled 
If extensive areas are treated or if the occlusive technique IS usec the possibility exists of 
id systemic absorption of the corticosteroid and suitable precautions should be taken 
used about the face, the eyes should be covered and inhalation of the spray should be 


ied. This medication contains alcoho v produce irritation or burning sensations in 


23 
t 


pen lesions 


ADVERSE REACTIONS The following local adverse reactions have been reported with top cal 
cortic either with ss 


steroids, e or without occlusive dressings: burning sensations, itching, irritation, 
drvness. folliculitis, secondary infection, skin atrophy, striae, hyperincnosis acneform eruption 


. i^mentatian 
)jODiaQmeniailo 


Herbert Laboratories, dermatology division of 
Allergan Pharmaceuticals, Irvine, California 92713, U.S.A. * 





Sea bles? 


LOTON 











GAMMA BENZENE 
HEXACHLORIDE USP 1% 


Contraindications: GAMENE LOTION and 
SHAMPOO is contraindicated in indi- 
viduals who develop hypersensitivity to 
the product or to any of its components. 
Warning (Gamene Shampoo only): Lipoid 
solvents enhance the percutaneous absorp- 
tion of gamma benzene hexachloride. Pro- 
longed or repeated applications should be 
avoided. Specific anti-infective measures 
should be instituted where secondary 
infection is present. Precautions: If acci- 
dental ingestion occurs, prompt institution 
of gastric lavage will rid the body of large 
amounts of the toxicant. However, since 
oils favor absorption, saline cathartics for 
intestinal evacuation should be given 
rather than oil laxatives. Central nervous 
system manifestations can be diminished 
by the administration of pentobarbital or 
phenobarbital in sufficiently large doses 
to the limit of their therapeutic effective- 
ness. It is not desirable to depress the 
patient to the point of hypnosis. However. 
persons poisoned by stimulants may tol- 
erate large doses of barbiturate without 
undue depression and with great benefit. 





Gets the Mites. 
Gets the Larvae. 
Gets the Eggs. 





Microphotograph courtesy of A W Hoke M D 


Intravenous calcium gluconate may be 
used in conjunction with the barbiturates. 
Epinephrine should not be used because 
ventricular fibrillation may result. If acci- 
dental contact with eyes occurs, flush with 
water. If irritation or sensitization occurs. 
discontinue the product and consult phy- 
sician. Adverse reactions: Eczematous 
eruptions due to sensitization of this 
product have been reported. 


Gamene™ Lotion. 
Pleasantly scented. 


Also, new for pediculosis: 
Gamene™ Shampoo. Both 
available in 2 fl. oz. and 
16 fl. oz. shatterproof con- 
tainers. Complete patient 
information program. 


^g e m é 


The Thorough Scabicide 


Caution: U. S. Federal law prohibits dispensing without prescription 


Barnes-Hind Pharmaceuticals. Inc. 


Sunnyvale, California 94086 
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cinolone acetonide cream with an — E 
ed vehicle has shown this "s 
| combination to be significantly more — 
acceptable to patients than a fluocinonide | 
cream, and equally efficacious."* 
are the words of investigators who conducted a 
. comparative double-blind study of LIDEX^ 
. Fluocinonide Cream 0.1% (Syntex) and ARISTOCORT | 
_ Triamcinolone Cream 0.1% with AQUATAIN. ie 








RT'A puts water to work with triamcino- — SERM 
tages your patients can see and feel. 














MOISTURE IS THE BASE 


ajh i 
irietocort A 


0.1% or 0.5% Cream 


INDICATIONS: For relief of inflammatory mani- 
festations of corticosteroid responsive dermatoses. 
CONTRAINDICATIONS: Viral skin diseases, such 
as varicella and vaccinia; hypersensitivity to any 
component (not for ophthalmic use); when circula- 
tion is markedly impaired. 

WARNINGS: Safety of use in pregnancy has not 
been absolutely established. Do not use exten- 
sively, in large amounts, or for prolonged periods 
of time in pregnant patients. 

PRECAUTIONS: If irritation develops, discontinue 
use and institute appropriate therapy. In infections, 
use appropriate antifungal or antibacterial agents; 
if a favorable response does not occur promptly, 
discontinue the corticosteroid until the infection is 
adequately controlled. If extensive areas are 
treated or the occlusive technique is used, in- 
creased systemic absorption of the corticosteroid 
may occur, take suitable precautions. 

ADVERSE REACTIONS: (local) Burning sensa- 
tions, itching, irritation, dryness, folliculitis, second- 
ary infection, skin atrophy, striae, hypertrichosis, 
acneform eruption and hypopigmentation. 
ARISTOCORT A CREAM: Each gram of ARISTO- 
CORT A contains 1 mg. (0.196) or 5 mg. (0.596) of 
the highly active steroid, Triamcinolone Acetonide 
(a derivative of triamcinolone) in AQUATAIN, a 
specially formulated base composed of emulsified 
wax NF, isopropyl palmitate, glycerin USP, sorbi- 
tol solution USP, lactic acid, 296 benzyl alcohol 
and purified water. AQUATAIN provides a protec- 
tive lubricant plus two moisturizing agents to 
effectively retain available moisture. The base is 
non-staining, water-washable, paraben-free, 
spermaceti-free and has a light texture and con- 
sistency. 

ARISTOCORT A OINTMENT: Each gram of 
ARISTOCORT A Ointment contains 1 mg. (0.1%) 
or 5 mg. (0.596) of the highly active steroid, Triam- 
cinolone Acetonide (a derivative of triamcinolone) 
in a specially formulated base composed of 
emulsifying wax NF, white petrolatum, and pro- 
pylene glycol. 


LEDERLE LABORATORIES, 
A Division of American Cyanamid Company 
Pearl River, New York 10265 806 — 6 













The Department of Dermatology, 
College of Physicians and Sur- 
geons of Columbia University, has 
an available position as an Assist- 
ant Professor of Dermatology. 
Candidates should be Board eligi- 
ble, have had prior experience in 
the field of photobiology and have 
demonstrated competence in 
teaching, research and patient 
care. 



























Columbia University is an equal 
opportunity employer and wel- 
comes applications from women 
and minority group members. 


Applicants should send their cur- 
riculum vitae to: 





Leonard C. Harber, M.D. 
Professor and Chairman 
Department of Dermatology 
College of Physicians 

and Surgeons 
Columbia University 
630 West 168 Street 
New York, New York 10032 








help 
clear the air 


For timely, authoritative information on 
the health effects of odors, read The 
Physician's Guide to Odor Pollution, pre- 
pared by the AMA. To order, write: Order 
Dept., OP-403, AMA, 535 N. Dearborn, 
Chicago, IL 60610. 75€ each. 
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FULVICIN-U/F® Tablets brand of 
gor te (microsize) tablets, U.S.P. 
LINICAL CONSIDERATIONS— 
INDICATIONS  Griseofulvin is indicated for 
the treatment of ringworm infections of the 
skin, hair, and nails, namely: Tinea corporis, 
Tinea pedis, Tinea cruris, Tinea barbae, 
Tinea capitis, Tinea unguium (onychomycosis) 
when caused by one or more of the following 
genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton men- 
tagrophytes, Trichophyton interdigitalis, 
Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton 
crateriform, Trichophyton sulphureum, 
Trichophyton schoenleini, Microsporum 
audouini, Microsporum canis, Microsporum 
gypseum, Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi re- 
sponsible for the infection should be identified. 

The use of this drug is not justified in 
minor or trivial infections which will respond 
to topical agents alone. 

Griseofulvin is not effective in the follow- 
ing: Bacterial infections, Candidiasis 
(Moniliasis), Histoplasmosis, Actinomycosis, 
Sporotrichosis, Chromoblastomycosis, 
Coccidioidomycosis, North American Blasto- 
mycosis, Cryptococcosis (Torulosis), Tinea 
versicolor. Nocardiosis. 
CONTRAINDICATIONS This drug is contra- 
indicated in patients with porphyria, hepato- 
cellular failure, and in individuals with a 
history of sensitivity to griseofulvin. 
WARNINGS Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections havenot been established. 

Animal toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5-2.596 
of the diet, resulted in the development of 
liver tumors in several strains of mice, 
particularly in males. Smaller particle sizes 
result in an enhanced effect. Lower oral 
dosage levels have not been tested. Sub- 
cutaneous administration of relatively small 
doses of griseofulvin, once a week, during 
the first three weeks of life has also been 
reported to induce hepatomata in mice. 
Although studies in other animal species 
have not yielded evidence of tumorogenicity, 
these studies were not of adequate design to 
form a basis for conclusions in this regard. 

In subacute toxicity studies, orally admin- 
istered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been seen 
in other species. Disturbances in porphyrin 
metabolism have been reported in griseofulvin- 
treated laboratory animals. Griseofulvin has p 
been reported to have a colchicine-like effect 
on mitosis and cocarcinogenicity with methyl- 
cholanthrene in cutaneous tumor induction 
in laboratory animals. 

Usage in pregnancy: The safety of this drug 
during pregnancy has not been established. 

Animal reproduction studies: It has been 
reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic 
on oral administration to pregnant rats. Pups 
with abnormalities have been reported in 
the litters of a few bitches treated with griseo- 
fulvin. Additional animal reproduction studies 
are in progress. 

Suppression of spermatogenesis has been 
reported to occur in rats, but investigation in 
man failed to confirm this. 

PRECAUTIONS Patients on prolonged ther- 
apy with any potent medication should be 
under close observation. Periodic monitoring 
of organ system functions, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species 
of Penicillium, the possibility of cross sen- 
sitivity with penicillin exists; however, known 
penicillin-sensitive patients have been treated 
without difficulty. F 

Since a photosensitivity reaction is occa- 
sionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure 
to intense natural or artificial sunlight. Should 
a photosensitivity reaction occur, lupus 
erythematosus may be aggravated. 

Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that patients 
receiving these drugs concomitantly may 
require dosage adjustment of the anticoagu- 
lant during and after griseofulvin therapy. 

Barbiturates usually depress griseofulvin activ- 
ity and concomitant administration may require 
a dosage adjustment of the antifungal agent. 


ADVERSE REACTIONS When adverse 
reactions occur, they are most commonly of 
the hypersensitivity type, such as skin rashes, 
urticaria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of therapy 
and appropriate counter-measures. Paresthe- 
sias of the hands and feet have been re- 
ported rarely after extended therapy. Other 
side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion, and impairment 
of performance of routine activities. 
Proteinuria and leukopenia have been re- 
ported rarely. Administration of the drug should 
be discontinued if graulocytopenia occurs. 
When rare, serious reactions occur with 
griseofulvin, they are usually associated with 
high dosages, long periods of therapy, or both. 
AVAILABLE in 125 mg., 250 mg., and 500 
mg. scored tablets. . 
010 AUGUST 1973 
For more complete details, consult package 
insert or Schering literature available from 
your Schering Representative or Professional 
Services Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 
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= FULVICIN-U/F PEAK SERUM PLASMA LEVELS 


EFFECTIVE THERAPEUTIC PLASMA BASE LEVEL 


Adapted from Symchowicz, S., and Katchen, B.: J. Pharm. Sci. 57:1383, 1968. 


The above graph depicts average peak serum plasma levels of FULVICIN-U/F following once-daily dosage 
of one FULVICIN-U/F 500 mg. tablet given before breakfast to six normal subjects for a seven-day period. 


x Hours of fungistatic action at ringworm sites 


The above graph on plasma levels of FULVICIN-U/F 500 mg. in once-daily dosage indicates that this dosage is 
adequate to keep the antibiotic available for antifungal action in the keratin precursor cells where fungi have 
invaded. With the growth checked by the fungistatic action, the fungi are cast off as the keratin grows out and 
sloughs off. Healthy tissue replaces infected keratin of skin, hair, and nails. 


Clinical efficacy, safety, and convenience 


The Ultra-Fine form of FULVICIN®—in clinical use for over 15 years— possesses two vital keys to success in 
long-term ringworm therapy: product familiarity, and the confidence that comes after years of effective and safe 
therapy. For your patient: dosage simplicity. The easy-to-remember, once-a-day routine that helps avoid dosage 
delinquency and the possibility of therapeutic setbacks when therapeutic plasma levels are not maintained. 





. 
See Clinical Considerations on opposite page. COPYRIGHT © 1975, SCHERING CORPORATION. ALL RIGHTS RESERVED. SLS-534 


Kenalog® Cream 0.025%, 0.1%, and 0.5% (Triamcinolone Acetonide INDICATIONS: These preparations are indicated for relief of the 
Cream U.S.P.) provide 0.25 mg., 1 mg., and 5 mg. triamcinolone acetonide inflammatory manifestations of corticosteroid-responsive dermatoses. 
per gram, respectively, in a vanishing cream base. Kenalog Ointment 
0 nolone Acetonide Ointment U.S.P.) 
Prov triamcinolone acetonide per gram, 
carbon Gel), a polyethylene 
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Kenalog Cream Kenalog Ointment 
Triamcinolone Acetonide Triamcinolone Acetonide 
Cream U.S.P. Ointment U.S.P. 
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PRECAUTIONS: Administer suitable antifungal or antimicrobial therapy 

if infection exists; if there is not a prompt, favorable response, discon- 
tinue the corticosteroid until the infection has been adequately controlled, 
Discontinue the drug and institute appropriate therapy if irritation 
develops. !f extensive areas are treated or if the occlusive technique is 
used, the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken. When the spray 
formulation is used about the face, the eyes should be covered and 
inhalation of the spray avoided. 

ADVERSE REACTIONS: The following local adverse reactions have been 
reported with topical corticosteroids either with or without occlusive 


Kenalog Spray 
Triamcinolone Acetonide 
Aerosol N 


SQUIBB’ © 1976 E.R. Squibb & Sons, Inc. 326-501 


dressings: burning sensations, itching, irritation, dryness, folliculitis, sec- 
ondary infection, skin atrophy, striae. miliaria, hypertrichosis, acneform 
eruptions, maceration of the skin and hypopigmentation; contact sensi- 
tivity to a particular dressing material or adhesive may occur occasion- 
ally. When the spray formulation is used, some patients (particularly those 
with very dry skin or dry lesions) may find the cooling effect of the spray 
objectionable or complain of a transient burning or stinging sensation. 
For full prescribing information, consult peckage inserts. 


Kenalog Lotion 


Triamcinolone Acetonide 
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BETADINE 
SKIN CLEANSER 


Supplied: BETADINE Skin Cleanser 4 oz. plastig 
bottles. *In the rare instance of local irritation O^ 
sensitivity, discontinue use in the individual. 









BETADINE microbicides 
Chosen by NASA 


Purdue Frederick 


© COPYRIGHT 1973, THE PURDUE FREDERICK COMPANY/NORWALK, CONN, 06855 
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available10% urea cream products was compared by storing the products at 
55° C. for three weeks. The products were poured into petri dishes 
and photographed to show the following results: * 


Product A — yellow/ brown . .. Product B — gross separation — i ea Nutraplus® — no change— 
discoloration indicates urea iter ED break-dow «n indicates — stab pup bs pdoriess | 
cream instability IONS NU C j efi o A IC OOA NORRIS = 





E le osllent patient acceptance | 
dits J won 't irritate xerotic skin 

E O assures full urea potency 
CI no unpleasant odor 


eu no product discoloration 








® , ; 
Nutraplus*.. TUS 
an improved urea formulation hs 
Available: Cream; 3 oz. tube, 1 pound jar, Lotion; 8 oz., 16 oz. bottle dk 
Owen s: dm 
Owen Laboratories, Dallas, Texas 75234 ar UR: 
Division of Alcon Laboratories, Inc. iue 





SO 
the shampoo especialy p, 
acne patients with EN hair 


* effectively cleanses debi and emt ot 
accumulated on scalp and hair. £ | 
* regular use controls oiliness - FER MPOO 


e safe to recommend for daily übe „(pH i 5, "n 


Supplied: 
4 oz. and B oz. plastic shatterproof bottles. 
e contaíns no formaldehyde aa 
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of moisture 


Each bath with Alpha Keri? Therapeutic Bath Oil is a reservoir of moisture for dry skin. 
The addition of Alpha Keri in the bath helps skin store moisture for davs. And feel soft, 


l . l Í ^ ; N 
smooth, and supple in minutes. (Between baths, a single application of Keri® Lotion PARE 
instantly restores moisture to dry skin for hours.) 
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Your young acne patients aren't 
dummies. They want and deserve 


over-scrub protection. Not the rough, 
irritated skin a sandpapery cleanser 


can cause. 


That's where Komex® comes in. 
No other scrub cleanser is so mild, yet 
effective. When used with ample water, 


patented Komex SCRUBULES™ 
(sodium tetraborate decahydrate) 


break down and dissolve completely as 


they deep-clean troubled skin. The 


amount of water you advise a patient 
to use determines the length of time 
SCRUBULES last — giving you even 
more control over abradancy. Komex 


virtually eliminates the danger of 
uncomfortable over-scrub often 
associated with non-dissolving 
abradants. 


No drying and flaking with Komex. 
Komex contains a unique skin 
conditioning ingredient to prevent the 
drying and flaking which results from 
other acne scrubs. Your patients will 
enjoy that Komex feeling because it 
leaves faces feeling fresh and clean. 


Barnes-Hind Laboratories 
Division of Barnes-Hind Pharmaceuticals, Inc. 
895 Kifer Road 


Sunnyvale, California 94086 


KOMEX...the only dissolving 


acne scrub A 








Aluminum Oxide particles (corundum) re- 
duced from x100. Rated next to diamond 
in hardness on Mohs’ scale,! these particles 
are typically sharp-edged, rigidly-shaped, and 
will not dissolve. 


are 3 
Polyethylene particles reduced from x100. 
Rated low on the Mohs' scale, these particles 
will not dissolve in water. The nonuniform 


size, shape and surface provide abradancy 
because of roughness. 
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Komex SCRUBULES reduced from x 100. Uni- 
form, smooth-edged particles rate low to me- 
dium on Mohs' hardness scale. Tough enough 
to do the job effectively, they dissolve com- 
pletely in 60 seconds when mixed with 
water.? 









! The Mohs’ scale is a commonly-used refer- 
ence point for comparing the hardness of 
materials. 

2 CUTIS, Aug. 1974, ,, Abradant Cleansing 
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PICAL SOLUTION 


Herbert Laboratories 
dermatology division of 
Allergan Pharmaceuticals 


irvine, California 92713, U.S.A. 


Tramacin Brand Cream 
Triamcinolone Acetonide Cream U.S.P. 


Description: Tramacin Cream 0.025%, Tramacin Cream 0.1%, and 
Tramacin Cream 0.5% provide 0.25 mg., 1 mg. or 5 mg. triamcino- 
lone acetonide per gram respectively in a vanishing cream base 
containing propylene glycol, cetyl alcohol, glyceryl monostearate 
N.F. XII, spermaceti, isopropyl palmitate, polysorbate 60 and puri- 
fied water. The cream base for the 0.025% preparation is tinted. 


Actions: Tramacin 0.025%, 0.1% and 0.5% Creams are primarily 
effective because of their anti-inflammatory, antipruritic and 
vasoconstrictive actions. 


Indications: Tramacin 0.025%, 0.1% and 0.5% Creams are indi- 
cated for relief of the inflammatory manifestations of corticosteroid- 
responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in viral 
diseases of the skin, such as vaccinia and varicella, and in those 
patients with a history of hypersensitivity to any of the components 
of the cream. 
Tramacin 0.025%, 0.1% and 0.5% Creams are not for 
ophthalmic use. 
Topical steroids should not be used when circulation is 
markedly impaired. 


Warnings: Usage in pregnancy: Although topical steroids have 
not been reported to have an adverse effect on the fetus, the 
safety of topical steroid preparations during pregnancy has not 
been absolutely established; therefore, they should not be used 
extensively on pregnant patients, in large amounts, or for pro- 
longed periods of time. 


Precautions: If irritation develops, the product should be discon- 
tinued and appropriate therapy instituted. 

In the presence of an infection, the use of appropriate antifungal 

or antibacterial agents should be instituted. If a favorable response 
does not occur promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is used, 
the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken. 


Adverse Reactions: The following local adverse reactions have 
been reported with topical corticosteroids either with or without 
occlusive dressings: burning sensations, itching, irritation, dry- 
ness, folliculitis, secondary infection, skin atrophy, striae, miliaria, 
hypertrichosis, acneform eruptions, maceration of the skin and 
hypopigmentation. Contact sensitivity to a particular dressing 
material or adhesive may occur occasionally. 


Dosage and Administration: Apply Tramacin Cream 0.02576 
(Triamcinolone Acetonide Cream U.S.P. 0.02576) to the affected 
area two to four times daily. Rub in gently. 

Apply Tramacin Cream 0.1% (Triamcinolone Acetonide Cream 
U.S.P. 0.196) to the affected area two to three times daily. Rub in 
gently. 

Apply Tramacin Cream 0.5% (Triamcinolone Acetonide Cream 
U.S.P. 0.5%) to the affected area two to three times daily. Rub in 
gently. 

Occlusive Dressing Technique: Gently rub a small amount of the 
cream into the lesion until it disappears. Reapply the preparation 
leaving a thin coating on the lesion and cover with a pliable non- 
porous film. If needed, additional moisture may be provided by 
covering the lesion with a dampened clean cotton cloth before 
the plastic film is applied or by briefly soaking the affected area 
in water. 

The frequency of changing dressings is best determined on an 
individual basis. Reapplication is essential at each dressing 
change. 

How Supplied: Tramacin 0.025% Cream is supplied in 15 g. and 
80 g. tubes and 240 g. and 5.25 Ib. jars. 

Tramacin 0.196 Cream is supplied in 15 g. and 80 g. tubes and 
240 g. and 5.25 Ib. jars. 

Tramacin 0.596 Cream is supplied in 20 g. tubes. 
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Manufactured for 
Dermatological Division of Johnson & Johnson 
New Brunswick, New Jersey 08903 


The cream 
of dermatology. 


Since triamcinolone acetonide wasintroduced allergic dermatitis, seborrheic dermatitis and the 
in 1958, a lot of other topical steroids have come relief of pruritus. 
along. But none is more widely prescribed by In fact, no other topical steroid is more widely 
dermatologists.* prescribed in all of medicine. 

Which makes sense. Because triamcinolone Now you know why we call triamcinolone 
acetonide is a product with almost two decadesof acetonide the cream of dermatology. And why we 
clinical experience behind it. Plus an excellent chose itas the one to carry our name. 
record of clinical success in steroid-responsive TRAMACIN Brand Cream Triamcinolone 
dermatoses as reported in studies both here and Acetonide Cream U.S.P. from the Dermatological 
abroad. Division of 

Triamcinolone acetonide s the number one *Statistics supporting this statement and other state- 
choice of dermatologists in atopic eczema. ments of physicians’ preference in this advertisement are 

And still their unsurpassed choice for contact/ _ onfile in the Dermatological Division of Johnson & Johnson. 





"Doctor, with 
my delicate skin... 
what kind of soap 1 
should Iuse?” se | 
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Pure mild Ivory is one of the safest 
possible soaps you can recommend for 
delicate skin. More doctors recommend 
Ivory than any other soap. 


Ivory may safely be 


It makes sense. 
Ivorys absence of many extra 
ingredients helps minimize 
chances of irritation. 

Thirty-eight years 
of laboratory testing — 
including patch tests and arm 


used as an adjunct to treatment 
of scabies, seborrhea and 


immersion experiments— Impetigo. 
confirm that Ivory is one s 
of the mildest. least irritating, ~ 


soaps you can recommend. 
And 89 years of 

safe consumer use support 

this clinical experience. 




















je twice-a-day 
"treatment for controlling 
| i ild-to-severe dermatoses 
in only 7 days* 


Di d, 
~ betamethasone dipropionate 
Cream 0.05% 


(Potency expressed as betamethasone) 














Pi sase see Clinical Considerations section which follows.. 
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on ile. Headquarters Medical Research Division. Scherina Corporation. 













Whatever the 
perspective—the 
same successful 
results can 

be seen 


bid. 
Diproson 


brand, of 


betamethasone 
dipropionate 
Cream 0.05» 


Patient profile: 
Caucasian male, 36 years old. 









Clinical 
photograph — 
before treatment 


Findings: sharply 
marginated, 
heavily crusted 
plaques. 





In only 
7 days 


Findings: 
remission of 
crusting, 
epidermis 
essentially 
normal. 





Patient history: E 
No known allergies; no family history of 

psoriasis; general health good. Has taken no 

systemic medication, had no operations. 

Has had psoriasis 8 years; condition usually 

better in summer, worse in fall and winter. . 


Previous therapy: 

Numerous tar preparations and other lotions; 
extensive use of topical steroids—with and 
without occlusion. 


Treatment: 

Diprosone Cream 0.05%, b.i.d. without 

occlusion. 

Note: 

Punch biopsy taken pre- and post-treatment. Pg oe 


Please see Clinical 
Considerations section which follows... 


Clinical photographs and studies 
courtesy of A. S. Zelickson, M.D. 


COPYRIGHT © 1976, SCHERING CORPORATION. ALL RIGHTS RESERVED 





microscopy— 
before treatment 


Findings: rete 
ridges prolonged 
and prominent. 


Findings: 
decreased 
prolongation of 
rete ridges; return 
toward normal. 


Scanning 
electron 
microscopy— 
before treatment 
(Approx. 900X.) 


Findings: highly 
irregular stratum 
corneum. 


Findings: evenly 
structured cells 
and layers— 
approaching 
normal. 
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Transmission 
electron 
microscopy— 
before treatment 
(Approx. 6,000X.) 


Findings: 
markedly dilated 
superficial blood 
vessels; marked 
extracellular 
edema in lower 
epidermis; 
alterations in 
cytoplasmic 
organelles. 


Findings: very 
little, if any, 
extracellular 
edema; basement 
membrane and 
dermis normal; 
epidermis 
essentially 
normal. 
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bid 
Diprosone 3" 


d i | 0.05% 
betamethasone dipropionate 











Rapid onset of response in psoriasis— 
62% of patients showed marked or moderate improvement in one week.* 


Rapid onset of response in atopic dermatitis— 


86% of patients showed marked or moderate improvement in one week.* 


Rapid onset of response in contact dermatitis — 


90% of patients showed marked or moderate improvement in one week. + 


Convenient b.i.d. dosage — 


enhances patient cooperation; increases the likelihood of adherence to 
your prescribed dosage. 


No occlusive dressing needed 


in most regimens. 


Free of parabens— 


sensitization rarely a problem. 


Economical— 


DIPROSONE with its rapid onset of response and b.i.d. dosage may enable 
patients to use less medication and thus save on the total cost of treatment. 


Convenient package sizes— 
DIPROSONE is available in 15 Gm. and economical 45 Gm. tubes. 


*Based on studies of 188 patients with psoriasis, 155 patients with atopic dermatitis, and 38 patients with contact dermatitis 
tested by the Schering Corporation. Data in files of Headquarters Medical Research Division, Schering Corporation. 


Clinical Considerations: 


INDICATIONS DIPROSONE Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. CONTRAINDICATIONS DIPROSONE Cream is contraindicated 

in vaccinia and varicella. Topical steroids are contraindicated in those patients with a history of 
hypersensitivity to any of the components of such preparations. PRECAUTIONS If irritation develops with 
the use of DIPROSONE Cream, treatment should be discontinued and appropriate therapy instituted. In the 
presence of an infection, the use of an appropriate antifungal or antibacterial agent should be instituted. 

If a favorable response does not occur promptly, the corticosteroid should be discontinued until the 
infection has been adequately controlled. If extensive areas are treated or if the occlusive technique is 
used, the possibility exists of increased systemic absorption of the corticosteroid and suitable precautions 
should be taken. Although topical steroids have not been reported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has not been absolutely established. Therefore, they should 

not be used extensively in pregnant patients, in large amounts or for prolonged periods of time. 
DIPROSONE Cream is not for ophthalmic use. ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corticosteroids: burning; itching; irritation; dryness; folliculitis; 
hypertrichosis; acneiform eruptions; hypopigmentation. The following may occur more frequently with 
occlusive dressings than without such therapy: maceration of the skin; secondary infection; skin 

atrophy; striae; miliaria. DOSAGE AND ADMINISTRATION Apply a thin film of DIPROSONE Cream to the 
affected skin areas twice daily, in the morning and at night. Clinical studies of DIPROSONE have 
indicated that applications twice a day are generally adequate. 011 MAY 1974 


For more complete details, consult package insert or Schering literature available from your Schering 


Representative or Professional Services Department, Schering Corporation, Kenilworth, New Jersey 07033. 





SLS-638 


A New Skin Cleansing System 
" for Your Acne Patients. 


BUF KIT FOR 


ACNE 


BUF-PUF Nonmedicated Cleansing Sponge and BUF Acne Cleansing Bar team up 
K to provide the gently abrasive, thorough cleansing that acne patients need. 


BUF-PUF BUF 


Nonmedicated Cleansing Sponge Acne Cleansing Bar 





e Unique nonwoven polyester * Cleans the skin and removes 
sponge removes dirt and dead excess oils 
skin cells FEE 


AFE ArT e Contains drying agents— sulfur 
* Helps loosen existing comedones | 


and salicylic acid 
and prevent formation of new ones E Mild, nonirritating, soap-free 
À  *9396 patient acceptance in 


a Ce * pH compatible with that of the skin 
clinical trials Available at pharmacies. 


Riker Laboratories, Inc. 


NORTHRIDGE, CALIFORNIA 981324 COITIPANY 
, Member Compan 
b Certified Medical Representatives Institute, Inc 












SUBSIDIARY OF 


*Data on file, Medical Department, 
Riker Laboratories, Inc 
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SYNALAR’ Topicals 


(fluocinolone acetonide) 


Summary of Prescribing Information 

DESCRIPTION : 

Synalar’ (fluocinolone acetonide} has the 
chemical name 6a, 9a-difiuoro-16a-hydroxypred- 
nisolone-16, 17-acetonide. 

Synalar” Solution 0.0196 —contains 0.01% 
fiuocinolone acetonide in propylene glycol with 
citric acid. 

Synalar’ Ointment 0.025% —contains 0.025% 
fiuocinolone acetonide in white petrolatum. 

Synalar-HP' Cream -- contains 0.2% fluocino- 
lone acetonide in a water-yashable aqueous base 
of stearyl alcohol, cetyi alcohol, mineral oil, 
propylene glycol, sorbitan monostearate, poly- 
oxyethylene sorbitan monostearate and citric 
acid, with methylparaben and propylparaben 
as preservatives. 

. Synemol" (fluocinolone acetonide) has the 
chemical name 6a, 9a-difluoro-16a-hydroxypred- 
nisolone-16, 17-acetonide. 

The vehicle is a water-washable aqueous 
emollient base of steary! alcohol, cetyl alcohoi, 

mineral oil, propylene glycol, sorbitan monostea- 


o tate, polyoxyethylene sorbitan monostearate 
^ and citric acid. 


ACTIONS 

Topicat steroids are primarily effective because 
of their anti-inflammatory, antipruritic and vaso- 
constrictive actions. 

INDICATIONS 

For relief of the inflammatory manifestations 
of corticostercid-responsive dermatoses. 

CONTRAINDICATIONS 

Topical steroids are contraindicated in 
vaccinia and varicella. 

Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to any 
of the components of the preparation. 

Synalar-HP Cream should not be used on 
infants up to two years of age. 

PRECAUTIONS 

it irritation develops, the product should be 
discontinued and appropriate therapy instituted. 

in the presence of an infection the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. H a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been 
adequately controlled. 

H extensive areas are treated or if the occlusive 
technique is used, the possibility exists of 
increased systemic absorption of the corticos- 
teroid and suitable precautions should be taken. 

Aithough topical steroids have not been 
reported to have an adverse effect on pregnancy. 
the safety of their use in pregnant females has 
not absolutely been established. Therefore, they 
should not be used extensively on pregnant 
patients, in large amounts, or for prolonged 
periods of time. 

Topical steroids are not for ophthalmic use. 

Synatar-HP Cream should not be used for 
prolonged periods and the quantity per day 
should not exceed 2 g of formulated material. 

ADVERSE REACTIONS 

The following local adverse reactions have 
been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneform eruptions, hypopig- 
mentation. 

Synalar Cream and Ointment, Synemoi Cream. 

The following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection. skin 
atrophy, striae, miliaria. 

HOW SUPPLIED 

Synalar” (fluocinolone acetonide). 

Cream 0.025% —15, 60 g tubes; 120, 425 g jars. 

Cream 0.01% —15, 45, 60g tubes; 120, 425 g jars. 

Ointment 0.025% — 15, 60 g tubes; 425 g jars. 

Solution 0.0196 —20, 60 cc plastic squeeze 

bottles. 

Synalar-HP' (fluocinolone acetonide) 0.2% 
Cream —5, 12 g tubes. 

Synemol” (fluocinolone acetonide) 

Cream 0.02556 —15, 60 g tubes. 

These preparations are available on prescrip- 


OYNTEX 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 





UTANEOUS 
Toxicity 





Update your 
knowledge 
here: 


Third Conference on 
Cutaneous Toxicity 
Marriott Twin Bridges 
Washington, D.C. 
May 16-18, 1976 


Representatives of industry, government, 
academia, and medicine will contribute 
new knowledge...current research 
findings. ..new testing procedures... 

and update existing knowledge at this 
conference co-sponsored by the American 
Medical Association and the Society 

of Toxicology. 


Acceptable for 12 credit hours of 
Category 2 credit toward the Physician’s 
Recognition Award of the AMA. 


Registration fees (include all 
sessions, 2 lunches and reception) 


$ 80 - AMA or SoT members 
$100 - Nonmembers of AMA or SoT 
$ 40 - Residents and Interns 


To register or, for more information, write: 
Department of Drugs 

AMA 

535 N. Dearborn St. 

Chicago, lll. 60610 













FULVICIN-U/F9 Tablets b 
tiseofulvin (microsize) t: 


ndot 
rosize) tablets, U.S.P. 
LINICAL CONSIDERATIONS 
INDICATIONS Griseofulvin is indicated for 
the treatment of ringworm infections of the 
skin, hair, and nails, namely: Tinea corporis, 
Tinea pedis, Tinea cruris, Tinea barbae, 
Tinea capitis, Tinea unguium (onychomycosis) 
when caused by one or more of the following 
genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton men- 
tagrophytes, Trichophyton interdigitalis, 
Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton 
crateriform, Trichophyton suiphureum, 
Trichaphyton schoenieini, Microsporum 
audouini, Microsporum canis, Microsporum 
&ypseum, Epidermophyton fíoccosum. 
NOTE: Prior to therapy, the type of fungi re- 
sponsible for the infection should be identified. 

The use of this drug is not justified in 
minor or trivial infections which will respond 
to topical agents alone. 

Griseofulvin is not effective in the follow- 
ing: Bacterial infections, Candidiasis 
(Moniliasis), Histoplasmosis, Actinomycosis, 
Sporotrichosis, Chromoblastomycosis, 
Coccidioidomycosis, North American Blasto- 
mycosis, Cryptococcosis (Torulosis), Tinea 
versicolor. Nocardiosis. 
CONTRAINDICATIONS This drug is contra- 
indicated in patients with porphyria, hepato- 
cellular failure, and in individuals with a 
history of sensitivity to griseofulvin. 
WARNINGS Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections have not been established. 

Animal toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5.2.5% 
of the diet, resulted in the development of 
liver tumors in several strains of mice, 
particularly in males, Smaller particle sizes 
resutt in an enhanced effect. Lower oral 
dosage levels have not been tested. Sub- 
cutaneous administration óf relatively small 
doses of griseofulvin, once a week, during 
the first three weeks of life has also been 
reported to induce hepatomata in mice. 
Aithough studies in other animal species 
haye not yielded evidence of tumorogenicity, 
these studies were not of adequate decion to 
form a basis for conclusions in this regard. 

in subacute toxicity studies, orally admin- 
istered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been seen 
in other species. Disturbances in porphyrin 
metabolism have been reported in griseofulvin- 
treated laboratory animals. Griseofulvin has 
been reported to have a colchicine-like effect 
on mitosis and cocarcinogenicity with methyl- 
cholanthrene in cutaneous tumor induction. 
in laboratory animals. 

Usage in pregnancy: The safety of this drug 
during pregnancy has not been established. 

Animal reproduction studies: it has been 
reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic 
on oral administration to pregnant rats. Pups 
with abnormalities have been reported in 
the hitters of a few bitches treated with griseo- 
fulvin. Additional animal reproduction studies 
are in progress, 

Suppression of spermatogenesis has been 
reported to occur in rats, but investigation in 
man failed to confirm this. 

PRECAUTIONS Patients on prolonged ther- 
apy with any potent medication should be 
under close observation, Periodic monitoring 
of organ system functions, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species 
of Penicillium, the possibility of cross sen- 
sitivity with penicillin exists; however, known 
penicillin-sensitive patients have been treated 
without difficulty. 

Since a photosensitivity reaction is occa- 
sionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure 
to intense natural or artificial sunlight. Should 
a photosensitivity reaction occur, lupus 
erythematosus may be aggravated. 

Griseofulvin decreases the activity of 
wartarin-type anticoagulants so that patients 
receiving these drugs concomitantly may 
require dosage adjustment of the anticoagu- 
lant during and after griseofulvin therapy. 

Barbiturates üsually depress griseofulvin activ- 
ity and concomitant administration may require 
a dosage adiustment of the antifungal agent. 


ADVERSE REACTIONS When adverse 
reactions occur, they are most commoniy of 
the hypersensitivity tvpe, such as skin rashes, 
urticaria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of therapy 
and appropriate counter-measures. Paresthe- 
sias of the hands and feet have been re- 
ported rarely after extended therapy. Other 
side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion, and impairment 
of performance of routine activities. 
Proteinuria and feukopenia have been re- 
ported rarely. Administration of the drug should 
be discontinued if graulocytopenia occurs. 
When rare, serious reactions occur with 
griseofulvin, they are usually associated with 
high dosages, long periods of therapy, or both. 
AVAILABLE in 125 mg., 250 mg., and 500 


mg. scored tablets. 

010 AUGUST 1973 
For more complete details, consult package 

insert or Schering literature available from 

your Schering Representative or Professional 

Services Department, Schering Corporation, 

Kenilworth, New Jersey 07033. 


PN 
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EFFECTIVE THERAPEUTIC PLASMA BASE LEVEL 





) 
Adapted from Symchowicz, S., and Katchen, B.: J. Pari: Sci. 57:1383, 1968. 
The above graph depicts average peak serum plasma levels of FULVICIN-U/F following once-daily dosage 
of one FULVICIN-U/F 500 mg. tablet given before breakfast to six normal subjects for a seven-day period. 
X. ə LI LI a 7 
Hours of fungistatic action at ringworm sites 


The above graph on plasma levels of FULVICIN-U/F 500 mg. in once-daily dosage indicates that this dosage is 
adequate to keep the antibiotic available for antifungal action in the keratin precursor cells where fungi have 
invaded. With the growth checked by the fungistatic action, the fungi are cast off as the keratin grows out and 
sloughs off. Healthy tissue replaces infected keratin of skin, hair, and nails. 


Clinical efficacy, safety, and convenience 


The Ultra-Fine form of FULVICIN®—in clinical use for over 15 years—possesses two vital keys to success in 
long-term ringworm therapy: product familiarity, and the confidence that comes after years of effective and safe 
therapy. For your patient: dosage simplicity. The easy-to-remember, once-a-day routine that helps avoid dosage 
delinquency and the possibility of therapeutic setbacks when therapeutic plasma levels are not maintained. 





See Clinical Considerations on opposite page. COPYRIGHT © 1975. SCHERING CORPORATION. ALL RIGHTS RESERVED. SLS-534 
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Prior to UV treatment, application of: estar. 


Prior to UV treatment, application of: 


Crude coal tar in hydrophilic ointment 


IC 


Chronic Atop 


ASIS 


tar agent in the treatment 


ot Psor 
Dermatitis, Nummular Eczema, ana 
Seborrheic Dermatitis. 


A clinically and cosmetically 
Superior 


Proven Clinical Superiority’ 
efficacy documented nationwide 


75% of 28 cases received showed GOOD to EXCEL- 
LENT results (2995 excellent) when estar Therapeutic 
Tar Gel was used alone. 


62% of 47 cases received showed GOOD to EXCEL- 
LENT results (4095 excellent) when estar Therapeutic 
Tar Gel was used in conjunction with UV light in the 
treatment of psoriasis, a notorious treatment-resistant 
dermatosis. 

68% of 38 cases received showed GOOD to EXCEL- 
LENT results (3195 excellent) when estar Therapeutic 
Tar Gel was used in conjunction with a steroid. 
PRECAUTION: The greater photo-sensitizing potential 
of estar should be taken into account when used in 
conjunction with UV therapy. It may be necessary 
therefore to carefully regulate UV dosage. 


Unprecedented Cosmetic Acceptability 


Typical patient comment: 


"Great! Marvelous— put it on and it feels good. No 
smell—can apply it and wear street clothes. Never 


know that it is on the skin: “Terrific! Very convenient: 


® estar provides effective treatment of psoriasis, 
chronic atopic dermatitis, lichen simplex chroni- 
cus, nummular eczema, and seborrheic dermatitis 


Easily applied; spreads evenly and smoothly 
Leaves no sticky, greasy residue on skin 


Unique delivery system allows rapid penetration 


Impedes scaling process; exhibits antipruritic 
qualities 


ə Exhibits superior substantivity and photodynamism 


9 Achieves an optimum build-up for maintenance 
of efficacy 
® Negligible tar odor and staining potential 


9 Special emollient formula softens scale build-up; 
helps keep skin soft and supple 


@ An economical mode of therapy with unequalled 
patient acceptance 


*Clinical test data on file at Westwood Pharmaceuticals 


Therapeutic Tar Gel 
NDC 0072-7600-03 
estar™ Therapeutic Tar Gel 


Composition: Westwood" Tar (biologically equiva- 
lent to 5% Coal Tar USP) in hydro-alcoholic gel 
(29% alcohol). 


Actions and Uses: A therapeutic aid in the treat- 
ment of psoriasis and other tar-responsive derma- 
toses such as eczema (atopic dermatitis, lichen 
simplex chronicus, nummular eczema) and sebor- 
rheic dermatitis. estar is suitable for use in a mod- 
ified Goeckerman regimen, either in the hospital 
or on an outpatient basis; it also can be used in 
follow-up treatment to help maintain remissions. 


Contraindications: estar should not be applied to 
acutely inflamed skin or used by individuals who 
are known to be sensitive to coal tar. 


Dosage and Administration: 

Psoriasis: 

estar can be applied at bedtime in the following 
manner: the patient should massage estar into 
affected areas, allow the gel to remain for five min- 
utes, and then remove excess by patting with tissues. 


Chronic atopic dermatitis, Lichen simplex chronicus, 
Nummular eczema, and Seborrheic dermatitis: 
One or two applications per day, as described above, 
are suggested. If dryness occurs, an emollient may 
be applied one hour after estar. 

CAUTION: AFTER USING, PROTECT TREATED 
AREAS FROM SUNLIGHT UNLESS DIRECTED 
BY PHYSICIAN. DO NOT USE ON HIGHLY IN- 
FLAMED OR BROKEN SKIN. If used on the scalp, 
temporary discoloration of blond, bleached, or tinted 
hair may occur. If undue irritation develops or in- 
creases, discontinue use and consult physician. 
AVOID CONTACT WITH EYES. In case of contact, 
flush eyes with water. 

Slight staining of clothing may occur. Standard 
laundry procedures will usually remove stains. 


For complete prescribing information, see PDR. 


" 


Therapeutic Tar Gel "SERASI 


SS | 


wi 


UESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


9 1975 W.P. Inc. 





Scabies i 
Č; LOTION y 
amene: 


GAMMA BENZENE 
HEXACHLORIDE USP 1% 


Gets the Mites. 
Gets the Larvae. 
Gets the Eggs. 














Contraindications: GAMENE LOTION and 
SHAMPOO is contraindicated in indi- 
viduals who develop hypersensitivity to 
the product or to any of its components. 
Warning (Gamene Shampoo only): Lipoid 
solvents enhance the percutaneous absorp- 
tion of gamma benzene hexachloride. Pro- 
longed or repeated applications should be 
avoided. Specific anti-infective measures 
should be instituted where secondary 
infection is present. Precautions: If acci- 
dental ingestion occurs, prompt institution 
of gastric lavage will rid the body of large 
amounts of the toxicant. However, since 
oils favor absorption, saline cathartics for 
intestinal evacuation should be given 
rather than oil laxatives. Centra! nervous 
system manifestations can be diminished 
by the administration of pentobarbital or 
phenobarbital in sufficiently large doses 
to the limit of their therapeutic effective- 
ness. It is not desirable to depress the 
patient to the point of hypnosis. However, 2 
persons poisoned by stimulants may tol- - SOY am 
erate large doses of barbiturate without LÀ É E MDC X9 
undue depression and with great benefit. Microphotograph courtesy of A W Hoke. M D 


Intravenous calcium gluconate may be 
used in conjunction with the barbiturates. 
Epinephrine should not be used because 
ventricular fibrillation may result. If acci- 
dental contact with eyes occurs, flush with 
water. If irritation or sensitization occurs, 
discontinue the product and consult phy- 
sician. Adverse reactions: Eczematous 
eruptions due to sensitization of this 
product have been reported. 


Gamene" Lotion. Á 
Pleasantly scented. 

Also, new for pediculosis: 
Gamene™ Shampoo. Both 
available in 2 fl. oz. and 

16 fl. oz. shatterproof con- 
tainers. Complete patient 
information program. 


New Gamene 
The Thorough Scabicide 


Caution: U. S. Federal law prohibits dispensing without prescription 


Barnes-Hind Pharmaceuticals, Inc. 
Sunnyvale, California 94086 








ABSORBANCE 





Her hours on the beach will be protected from sun 
damage by reformulated Eclipse. A new 696 com- 
bination of PABA esters...octyl dimethyl and 
glyceryl...makes this Herbert sunscreen more cos- 
metically acceptable than ever. And its washoff- 


CRITICAL 
ERYTHEMAL 
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Brand A: 5% PABA 
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Eclipse 3% Octyl dimethyl PABA 
and 3% glyceryl PABA 


Brand B: 3% Octyl dimethyl 
PABA 


Brand C. 10% sultsobenzone 
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guarding her from sun damage. 


resistant Aquacare” base provides after-swimming 
staying power, while it protects the skin from 
dryness associated with exposure to sun, wind 
and weather. 

In new, just-completed clinical studies, refor- 
mulated Eclipse was proven clinically superior 
to the major sunscreens. Additionally, 
the graph also demonstrates the supe- 
rior ability of Eclipse to block out the 
sun's ultra-violet rays in the critical 
erythema range of 290 to 320mu. 
Here the major sunscreens are also 
included, plus one that is just now 
being introduced. 

Knowing that overexposure to 
the sun may lead to skin cancer 
and premature aging of the 
skin, make your patients' 
visits to the beach pro- 
tected ones. Put Eclipse 
on duty. 











Herbert Laboratories/dermatology division of 
Allergan Pharmaceuticals/Irvine, CA 92713, U.S.A. 
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More and more physicians are interested in up- 
dating their medical skills and knowledge in the 
interest of better patient care. And, an ever-in- 
creasing number of state medical associations, 
specialty societies, and other medical groups 
are stipulating continuing medical education as a 
membership requirement. 


In response to these developments, the AMA 
has greatly expanded its C.M.E. programs. 


The nine regional meetings, multidisciplinary 
in approach, are of interest to a variety of med- 
ical specialists and physicians in primary care. 
Scheduled on weekends, they make it easier and 
more convenient for you to continue your educa- 
tion. Then there are the two AMA conventions. 
The Annual alone features 53 postgraduate 
courses, 41 3-hour symposia, the new tele- 
courses and many, many other features in con- 
tinuing education. 


Ali courses at regionals and conventions are ac- 
credited on a hour-for-hour basis in Category |. 





The AMA's Physician's Recognition Award ful- 
fills C.M.E. requirements of many organiza- 
tions, state laws and individual physicians. 


REGIONAL C.M.E. MEETINGS 


Jan. 17, 18 
Feb. 28, 29 
March 17-20 
April 3, 4 
April 3, 4 
May 9 

Sept. 4, 5 
Sept. 11, 12 
Sept. 10-12 


Tulsa, Okla. 

Denver, Colo. 

Lexington, Ky. 

Indianapolis, Ind. 

Detroit, Mich. 

Dallas, Tex. e 
Jackson Hole, Wyo. 
Milwaukee, Wis. 
Portsmouth, N.H. 


125th ANNUAL CONVENTION 


June 26-30 


Dallas, Tex. 


30th CLINICAL CONVENTION 


Dec. 4-7 


Philadelphia, Pa. 


For more information about meetings, courses, accommodations, 
tuition fees, etc., write for a free course catalogue. 


AMA Council on Scientific Assembly 
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American Medical Association 
535 North Dearborn Street 
Chicago, Illinois 60610 
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Obviously, efficacy is foremost 
in your mind when you recom- 
mend a therapeutic shampoo. 
And efficacy, coupled with 
cosmetic acceptability, usually 
guarantees a successful thera- 
peutic course. 

That's why Head & Shoulders 
is so highly regarded in the treat- 
ment of dandruff. 


Clinically effective 

For years, Head & Shoulders 
has proved effective in the treat- 
ment of dandruff—whether for 
initial therapy or long-term 
control. And now, research shows 
that Head & Shoulders is effective 
in the treatment of seborrheic 
dermatitis.* 


Cosmetically pleasing 

Head & Shoulders lathers well, 
has a pleasant odor and appear- 
ance, and need not be left on 
the scalp for an extended period 
of time. Also, it leaves hair clean, 
manageable, and attractive. 


Head & Shoulders’ 


You'll like it for 

its therapeutic benefits. 

Your patients will like it for its 
cosmetic appeal. 


*Orentreich, N.: A clinical evaluation . 
of two shampoos in the treatment of 
seborrheic dermatitis, J. Soc. Cosmet. 

Chem. 23:189 (March 3) 1972. 








 Atopic Dermatitis 








In any stage, a major challenge. _ 


Tugsosgement of the atopic patient draws 12 suit the needs of the individual atopic 
upon a broad range of skills and thera- patient, Lidex is available in cream or 
peutic modalities. Preventive measures such ointment vehicles, while Topsyn® 

as avoidance of excessive bathing and rough (fluocinonide) provides the same high de- 
clothing. Antihistamines to relieve itching. gree of efficacy in an easy-spreading gel. 
And topical steroids. 





idex cream, Lidex ointment and Topsyn 


Fà most atopic patients, Lidex® gel are free of potentially sensitizing 
(fluocinonide) is a highly effective topical preservatives such as chlorocresol or para- 
steroid. Because the steroid is 100% dis- bens—an important consideration in atopic 
solved, optimal penetration is assured. dermatitis. 


1. Roughened surface 


2. Slight thickening 
of the stratum corneum 


3. Cellular 
infiltration 


4. Sebaceous glands 
5. Sweat glands 





L eS ee F ee 3. 9  w—4— 


From Syntex Highly effective. 
100% dissolved 
for optimal penetration. 


Choice of bases. 
No preservatives. 


LIDEX es 


(fluocinonide) 


A good choice for your atopic patients 


Please see next page for summary of prescribing information. 
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- 05% Cream and Ointment 


_ TOPSYN (finocinonide) 
-0.05% Gel 


‘Summary of prescribing information 
"DESCRIPTION 

.LIDEX cream 0.05%, LIDEX ointment 0.0596 and 
".. TOPSYN gel 0.05% contain the active compound 
^ 5 fluocinonide. Fluocinonide, whichis the 21- 









<< acetate ester of fiuocinolone acetonide, has the 


<<" chemical formula 69, 9a, -difluoro-118, 16g, 
17a, 21-tetrahydroxypregna-1,4-diene-3, 20-dione, 
^« cyclic 16, 17-acetal with acetone 21-acetate. 
. .. LIDEX cream contains fluocinonide in FAPG® 
. cream, a specially formulated cream base con- 
sisting of steary! alcohol, polyethylene glycol 
. 6000, propylene glycol, 1, 2, 6-hexanetriol and 
citric acid. This white cream vehicle is grease- 
< ess, non-staining, anhydrous and completely 
.. water miscible. The base provides emollient and 
hydrophilic properties. In this formulation, the 
-active ingredient is totally in solution. 
IDEX ointment contains fluocinonide in a 
ily formulated ointment base consisting of 
ot CAB (mixture of sterols and higher 
I$), white petrolatum, propylene carbonate 
and propylene glycol. It provides the occlusive 
;.and emollient effects desirable in an ointment. 
In this formulation the active ingredient is 
totally in solution. 





i ; TOPSYN gel contains fluocinonide in a specially 


y “formulated gel base consisting of propylene 


“glycol, propy! gallate, disodium edetate, and 


- ;Carbopol 940 (carboxypolymethylene) with 

«C NaOH and/or HCL added to adjust the pH. This 
“gear, colorless, thixotropic vehicle is greaseless, 
-^non-staining and completely water miscible. 

In this formulation, the active ingredient is 
totally in solution. 


“INDICATIONS 

LIDEX cream and ointment and TOPSYN gel are 
;; intended for the relief of inflammatory 
Manifestations of corticosteroid responsive 
dermatoses. 


» CONTRAINDICATIONS 
Topical steroids are contraindicated in vaccinia 
- and varicella. Topical steroids are contraindi- 
cated in those patients with a history of hyper- 
sensitivity to any of the components of the 
preparation. 


“PRECAUTIONS 
iy irritation develops, the cream, ointment or gel 
+.. should be discontinued and appropriate therapy 


RS instituted. In the presence of an infection the 
^^ use of an appropriate antifungal or antibacterial 


‘agent should be instituted. 

^. {fa favorable response does not occur promptly, 
= the corticosteroid cream, ointment or gel should 
. be discontinued until the infection has been 
adequately controlled. 
f extensive areas are treated, the possibility 
“exists of increased systemic absorption and suit- 
*able precautions should be taken. 
Although topical steroids have not been reported 
to have an adverse effect on pregnancy, the 
safety of their use in pregnant females has not 
absolutely been established. Therefore, they 
should not be used extensively on pregnant 

patients, in large amounts or for prolonged 
: periods of time. 
/"LIDEXS (fluocinonide) cream and ointment and 
“TOPSYNE® (fluocinonide) gel are not for 
. ophthalmic use. 


* ADVERSE REACTIONS 


nes with topical corticosteroids: 


; burning folliculitis 
; itching. acneform eruptions 
irritation hypopigmentation 
oc dryness striae 
.. secondary infection skin atrophy 


DOSAGE AND ADMINISTRATION 

A small amount should be gently massaged into 
the affected area three or four times daily, as 
needed. 


HOW SUPPLIED 

LIDEX 0.05% Cream —15 g 30 g and 60 g tubes. 
LIDEX 0.05% Ointment —15 g 30 g and 60 g tubes. 
TOPSYN Gel 0.05% 15 g and 60 g tubes. 


OYNTEX 


SYNTEX LABORATORIES, INC. 








Vanoxide" Acne Lotion and Loroxide* Acne: Lotion 


Description: Vanoxide Acne Lotion contains (as dispensed benzoy! Perdxide: 
5% and chlorhydroxyquinoline 0.25%, incorporated in a water washable 
lotion. l 


Loroxide Acne Lotion contains (as dispensed} benzoyl peroxide §. 5% and 
chlarhydroxyauiroline © 25%, incorporated in a water washable lotion, with 
"Dermik Color Blender’ supplied separately. 

How Supplied: Vanoxide — Bottles, 25 and 50 grams; Loroxide — Bottles, 

25 grams 


Vanoxide-HC* and Loroxide-HC* Lotions 


Description: Vanoxide-HC Lotion contains (as dispensed) hydrocortisone 
0.594. benzoyl peroxide 5.0% and chlorhydroxyquinoline 0.25%. incorporated 
in a water washable lotion containing purified water. propylene glycol, 
hydroxyethyiceliulose, FD&C color. cholesterol-steról. cetyl alcohol, 
propylene glycol stearate. polysorbate 20, lanolin alcohol, propylparaben, 
decyl oleate, purcelline oil syn. antioxidants, vegetable oil, methylparaben. 
tetrasodium EDTA, buffers, cyctohexanediamine tetraacetic acid. calcium 
phosphate. silicone emulsion, and silica. i 


Loroxide-HC Lotion contains (as dispensed) hydrocortisone 0.5%, benzoy! 
peroxide 5.5% and chlorhydroxyquinoline 0.25%, incorporated in a water 
washable lotion containing purified water, propylene glycol, hydroxyethyl- 
cellulose, caramel color, cholesterol-sterol, cetyl alcohol, propylene. glycol 
stearate, polysorbate 20, lanolin alcohol, propylparaben. decyl oleate. 
purcelline oil syn., antioxidants, vegetable oil. methylparaben, tetrasodium 
EDTA, pH buffers. cyclohexanediamine tetraacetic acid, calcium phosphate, 
silicone emulsion, silica, kaolin, talc and titanium dioxide. with 'Dermik Color 
Blender supplied separately. 


Actions: Provides keratolytic, peeling and drying action. 
Indications: An aid in the treatment óf acne and oily skin. 


Contraindications: Contraindicated for patients having known hypersensi- 
tivity to hydrocortisone, benzoyl peroxide, chiorhydroxyquinoline. orany other 
component of this preparation. Topical steroids are. contraindicated in viral 
diseases of the skin, such as varicella and vaccinia, . 


Warning — Usage in Pregnancy: Safety of use. of topical Steroids during preg- 
nancy has not been absolutely established. Therefore, they should not be 
used extensively. or in large amounts or for prolonged períods of time on 
pregnant patients. 


Precautions: For external use only. Keep away from eyes. Discontinue use if 
irritation develops. Use of appropriate antifungal or antibacterial agents 
should be instituted in presence of infection. If a favorable response does not 
occur promptly. the corticosteroid should be discontinued until the infection d 
has been adequately controlled. If extensive areas are treated, orif the 
occlusive technique is used, the possibility exists of increased. systemic 
absorption of the corticosteroid and suitable precautions should be taken. 
Observe patients carefully for possible local irritation or sensitization during 
long-term topical therapy. Apply with caution. on neck and/or other sensitive 
areas. There may be a slight, transitory stinging or burning. sensation on 

initial application which invariably disappears on continued use. Ultraviolet 
and cold quartz light should be employed in lesser amounts. as this lotion 

is keratolytic and drying. Harsh, abrasive cleansers should not be used 
simultaneously with this lotion. Colored or dyed garments may be bleached 
by the oxidizing action of benzoyl peroxide. Chiorhydroxyquinoline may 
cause temporary light-yellowish skin staining in rare cases. igi out of the 
reach of children. 

Adverse Reactions: Local adverse reactions reported with: pleat corti- 
costeroids: burning sensations, itching. irritation, dryness. folliculitis, 
secondary infection, skin atrophy, striae, hypertrichosis, acneiform eruptions, 
and hypopigmentation. The sensitizing potential of benzoyl peroxide and — 
chtorhydroxyauinoline are low; but they can produce allergic reaction. 
Reduce amount and frequency of application if excessive redness or peel- 
ing occurs. 

How Supplied: Bottles, 25 grams. 


Caution: Federal law prohibits dispensing without prescription. 


ES E ul 

5-Benzagel* and 10-Benzagel* Acne Gels 

Description: 5% or 10% benzoyl peroxide. 636 polyoxyethylene lauryl ether and 
40% alcohol in an astringent gel containing colloidal magnesium aluminum 
silicate. hydroxypropyl er eeu ase: citric acid, fragrance, and purified 
water. 


Action: Provides drying. desquamative and antiseptic activity. 
indication: An aid in the treatment of acne. 


Dosage and Administration: Wash affected areas; prior to application. Apay 
once or more daily or as directed by physician. 

Contraindications: Should not be used by patients having. known sensitivity 
to either benzoy! peroxide or polyoxyethylene tauryl ether." 
Precautions: For External Use Only. Not for ophthalmic use. ‘Keep: away from 
eyes arid mucosae. Very fair individuals should begin. with a single applica.. 
tion at bedtime allowing overnight medication. May bleach colored fabrics. - 
Keep this and all other medications out of the reach of chitdren. 5 
Caution: Federal law prohibits. dispensing without prescription. - x 


How Supplied: Plastic tubes. 1% oz. and 3oz. 














DERMIK LABORATORI IES, INC. 
Fort Washington, Pa., U. S.A. 19034 
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„allergic — 
dermatoses 


with strong emotional overiay 





Atarax 
(hydroxyzine hydrochloride) 


TABLETS: 10 mg, 25 mg, and 50 mg 


rapid antianxiety acon 
gm. demonstrated antihistaminice activity 


Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when administered to the 
pregnant mouse, rat; and rabbit, induced fetal abnormalities in the rat at doses substantially above 
the human therapeutic range. Clinical data in human beings are inadequate to establish safety in 
early pregnancy. Until such data are available, hydroxyzine is contraindicated in early pregnancy. 


Precautions: Hydroxyzine may potentiate the action of central nervous system depressants 
such as meperidine and barbiturates. |n conjunctive use, dosage for these drugs should be 
reduced. Because drowsiness may occur, patients should be cautioned against driving a car or 
operating dangerous machinery. 


Adverse Reactions: Drowsiness may occur; if so, it is usually transitory and may disappear in a 
few days of continued therapy or upon dosage reduction. Dryness of the mouth may occur with 
higher doses. Involuntary motor aetivity, including rare instances of tremor and convulsions, has 
been reported, usually with higher than recommended dosage. 


Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine 
hydrochloride, 100's and 500's; Tablets, containing 100 mg, 
100's; Syrup, containing 10 mg per teaspoonful (5 ml) and ethyl GED 
alcohol 0.5% v/v, pint bottles. ROCRIG i 

A 4. : . A division of Pfizer Pharmaceuticals 
Before prescribing or administering, see package circular. New York, New York 10017 





You dont have 
to ask your patients to 


sacrifice their skin 
to effectively tre 
their acne. 
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Fersa-Gel. 





% Reduction of: 
Total Lesions Comedones 


(comedones, papules, pustules) 


A clinical test* shows Persa-Gel to be 
as effective as tretinoin cream in the lower- 
ing of the lesion count (pustules, papules 
and comedones), on unselected patients, 
without excessive erythema and peeling. 


C bik 





Persa-Gel Tretinoin Cream Persa-Gel — Tretinoin Cream 
(BENZOYL PEROXIDE ee MC 


5% and 10% 22 Pts, Avg. 46 days” 
24 Pts, Avg. 56 days” 


Unique Acetone Gel 5% and 10% “Data on file, Texas Pharmacal Company. A 


See nex for full cribing information. 
M, TEXAS PHARMACAL COMPANY T a in 
b | San Antonio, Texas 78296 


IC 


— Two and one-half year dating 
— No refrigeration required 





CAUTION: Federol law prohibits dispensing without prescription. 
DESCRIPTION: Persa- Gel? 5% contains 5% benzoyl peroxide; Persa-Gel 
10% contains 10%. benzoyl peroxide; in a gel base containing acetone, 
carboxyvinyl polymer, triethanolamine, sodium lauryl sulfate, propylene 
glycol and purified water. 
ACTIONS: Benzoyl peroxide is primarily effective because of its drying, 
peeling and antiseptic action. 
INDICATION: For adjunctive topical therapy of acne vulgaris. 
CONTRAINDICATIONS: Benzoyl peroxide is contraindicated in patients 
with acute inflammation and in patients with a history of hypersensitivity to 
any of the components of the preparation. 
;, PRECAUTIONS: If excessive irritation develops, discontinue use and institute 
~ appropriate therapy. After the reaction clears, treatment may often be resumed 
with less frequent applications. Aveid contact with eyes, eyelids, lips and other 
mucous membranes, and anterior neck. May bleach hair and colored fabrics. 

. ADVERSE REACTIONS: Allergic contact dermatitis and severe erythema with 
trusting have been reported with topical benzoyl peroxide. 

DOSAGE AND ADMINISTRATION: Persa-Gel™ (benzoyl peroxide) should 
be applied thinly to cover affected area after cleansing with non-medicated 
soap and water or a degreaser. Initial application once daily before bed- 
time is recommended, increasing to twice daily as tolerance develops. Feel- 
ings of warmth ond stinging and slight erythema may be noted initially. H is 
advisable to initiate therapy with Persa-Gel ^? 5% shifting to the use of 
Persa-Gel * 10% after 3 or 4 weeks, or earlier if tolerance to the 5% has 
been determined. Therapeutic results are usually seen within 2 weeks with 
continued improvement therafter. 

HOW SUPPLIED: Persa-Gel™ 5% 1.5 oz. tubes 
(NDC0064-8610-31) 
Persa-Gel™ 10% 1.502. tubes 
(NDCO0064-8500-31) 


ENZOYL PEROXDE) 


que Acetone Gel s% ans 10% 







TEXAS PHARMACAL COMPANY 
p San Antonio, Texas 78296 
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For jock itch 
and athlete's foot 


Tinactin Cream 


eBegins to relieve itching, burning within 
24 hours 
e Actually kills most skin ringworm fungi 


io Ma 


IN SKIN INFECTIONS, 
WHERE CLEANLINESS REQUIRES 
MORE THAN SOAP 








BETADINE Skin Cleanser 


Degerms as it cleanses 


Patients can use BETADINE Skin Cleanser to degerm and cleanse face, hands and body, gently and thoroughly— 
particularly when it is essential to prevent autoinoculation of new sites, as may be the case in infected acne pimples. 
BETADINE Skin Cleanser, with its rich, golden lather, provides these advantages: 


E Prompt, broad-spectrum microbicidal action—kills B Virtually nonirritating to skin and mucosa.* 








both gram-positive and gram-negative bacteria (in- B Nonstaining to skin and natural fabrics. 

cluding antibiotic-resistant strains), fungi, viruses, supplied: 4 fl. oz. plastic bottles. 

protozoa and yeasts. "In the rare instance of local irritation or sensitivity, discontinue use 
B Maintains microbicidal activity in the presence of TRUE Aaa, 

blood, pus and serum. Purdue Frederick scorse rs, re runout miniis conram 


NORWALK, CONN. 06856 A8196 172076 
BETADINE 
Microbicides /. ` 
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information for 
dermatologists from 
the makers of 


OXSORALEN® 


(Methoxsalen 10 mg) 


Background Summary: 

Psoralens are a group of naturally occur- 
ring photoactive furocoumarin com- 
pounds. In the presence of Ultraviolet 
light, in the range of 320-380 nm, (UVA), 
they are photoactive when either orally 
ingested or topically applied. After in- 
gestion of psoralens, patients gradually 
become reactive to UVA, with maximum 
response elicited to light between 340 
and 360 nm. They are maximally reactive 
2 to 3 hours after ingestion of the psora- 
len, and remain reactive for as long as 6 
to 8 hours. The exposure to UVA is per- 
formed 2 to 3 hours after ingestion so as 
to coincide with the peak of the psoralen 
photosensitization reaction. 


EFFECTIVE LIGHTS 


Aside from sunlight, which is impractical 
to use in conjunction with psoralen ther- 
apy because of its varying nature, there 
are a number of common lamps availa- 
ble which generate energy at the opti- 
mum UVA wavelength of 365 nm, and 
which are readily available to the 
dermatologist. 


F 40 BL—a standard "black light", 48 
inches long, readily available from most 
electrical supply houses. Forty-eight of 
these lights in a "light cabinet" will acti- 
vate Oxsoralen. Entire body treatment 
can be achieved 


F72 T/12 BL/HO—also a standard 
"black light", 72 inches long. This bulb 
produces 65% more energy than the F 40 
BL. Forty-eight of these bulbs in a "light 
cabinet" will activate Oxsoralen. Total 
body treatment can be achieved with 
less time than the F 40 BL. Twelve of 
these bulbs in a panel can be used to 
treat less than tota! body area. 


FR 72 T12 BL or FR 72 T12 BL 235 85 
(Derma Control only)—a "black light" 
with reflector built into the bulb. These 
bulbs can be placed closer together than 
the F72 112 BL/HO because of this reflec- 
tor, hence more energy can be produced 
from the same area. Forty-eight of these 
bulbs will activate Oxsoralen with less 
exposure time than the F 72 T/12 BL/HO. 
Total body treatment can be achieved 
with these light sources and systemic 
psoralens. 


GTE Sylvania Light System contains 60 
special high intensity UVA bulbs. This 











What 
light 
is right? 





for Oral Psoralen UV Therapy 





system will activate Oxsoralen with much 
less exposure time than the lights 
above. Total body treatment can be 
achieved with this light source and sys- 
temic psoralens. 


INEFFECTIVE LIGHTS 

FS20, FS 40 (fluorescent sun lamps) 
—not recommended. Peak output is in 
UVB range at approximately 312 nm. 

F20 T/12 BL, F20 T/12 BLB —standard 
"black lights". Do not emit sufficient 
energy to make them of value with sys- 
temic psoralens. 

F 40 BLB—similar to the F 40 BL, but 
does not produce as much energy and is 
more expensive. 

Hot Quartz Light 

Cold Quartz Light 


RECOMMENDED "LIGHT BOXES" 


GTE Sylvania—contains special high 
intensity UVA lamps. The most powerful 
source of UVA known to us at this time. 


DermaControl—contains 42 bulbs of 
their own design. A good source of light 
because of built-in reflector. Comes with 
or without a device for an exposure 
guide. 

National Biological Corporation —48 
General E'ectric F72 T12 BL/HO lamps. 
Good source of UVA energy. 


Environmental Growth Chambers — 48 
General Electric F72 T12 BL/HO lamps. 
Dermatron—Panel! or bank of 12 and 24 
General Electric F72 T/12 BL/HO lamps. 
Good source of energy for localized 
area—will not treat entire body unless 
many panels are used. 


OXSORALEN 


Helping dermatologists since 1954. Over 
33,000,000 dosage units received by 
patients—only 4 reported instances of 
side effects.* Approved as “effective” by 
FDA. 


WRITE FOR COMPLETE 
BROCHURE: 
"Photoactivation of Psoralens’’ 


Thomas C. Elder Inc. 
P.O. Box 125 
Bryan, Ohio 43506 


AMERICA S FIRST 
MANUFACTURER OF PSORALENS 





(SEE NEXT PAGE FOR FULL DISCLOSURE) 


e£ 


OXSORALEN® 


(Methoxsalen 10 mg) 


‘CAUTION: Federal (U.S.A.) law prohibits dispens- 


ing without prescription. 
OXSORALEN (Methoxsalen 10 mg) is the pure, crys- 
talline form of the active principle contained in the 
fruit of Ammi majus Linn. 


ACTION: PIGMENT FORMATION WITH OX- 
SORALEN. Normal pigmentation of skin is due to 
melanin produced in the cytoplasm of melanocytes, 
located in the basal layer of the epidermis at its junc- 
tion with the dermis. Melanin is formed by the oxida- 
tion of tyrosine to DOPA (Dihydroxyphenylalanine), 
with tyrosinase as a catalyst. This enzymatic reaction 
can be activated by radiant energy in the form of 


ultraviolet light, preferably between 290 and 380 nm. 


The exact mechanism of the action of psoralens in 
the process of melanogenesis is not known. One 
group of investigators feel that the psoralens have a 
specific effect on the epidermis, or more specifical- 
ly, on the melanocytes. Another group feels that the 
primary response to the psoralens is an inflammatory 
one and that the process of melanogenesis is sec- 
ondary. INDICATIONS: Enhancement of pigmen- 
tation. CONTRAINDICATIONS: Hepatic insuffi- 
ciency and in those diseases associated with photo- 
sensitivity; such as porphyria, acute lupus er- 
ythematosis, hydroa, and polymorphic light erup- 
tion. In leukoderma of infectious origin and in al- 
binism, OXSORALEN has no effect on pigmentation. 
To date, the safety of this drug in young persons (12 
and under) has not been established and is, there- 
fore, contraindicated. No preparation with any 
photosensitizing capacity, internal or external, 
should be used concomitantly with OXSORALEN 
therapy. WARNING: OXSORALEN is a potent drug. 
Read entire package brochure before prescribing or 
dispensing this medication. Usage in pregnancy: 
The safety of OXSORALEN during pregnancy or lac- 
tation has not been demonstrated for the mother or 
the child. PRECAUTIONS: OXSORALEN total 
dosage should not exceed 30 capsules, taken in a 
single daily dosage of three capsules on a continu- 
ous or interrupted regimen. ADVERSE REAC- 
TIONS: Occasionally, there may occur gastric 
discomfort, nausea, nervousness, insomnia or de- 
pressed mood. To minimize gastric effect, the cap- 
sules may be taken with milk or a meal. DOSAGE 
AND ADMINISTRATION: (Adults and Children 
over 12) TO ENHANCE PIGMENTATION: Three 
capsules, taken two hours before measured periods 
of exposure to sun or ultraviolet irradiation. Not to be 
continued for longer than 10 days. The dosage 
should NOT be increased or severe burning may oc- 
cur. (See suggested sun-exposure guide.) 


SUGGESTED SUN-EXPOSURE GUIDE 
The exposure time to sunlight should be limited ac- 
cording to the following plan. 

Basic Skin Color 


Light Medium 
Initial Exposure 10 min. 15 min. 
Second Exposure 15 min. 20 min. 
Third Exposure 20 min. 25 min. 
Fourth Exposure 25 min. 30 min. 


Subsequent Exposure: Gradually increase exposure 
based on erythema and ten- 
derness. 


Sunglasses should be worn during exposure and the 
lips protected with a light-screening lipstick. 


SUN-LAMP EXPOSURE: Should be initiated ac- 
cording to directions of an experienced physician. 
ACCIDENTAL OVERDOSAGE: |f an overdose of 
OXSORALEN has been taken, emesis should be en- 
couraged. The treatment for severe reactions result- 
ing from overdosage or overexposure should follow 
accepted procedures for treatment of severe burns. 
The individual should be kept in a darkened room for 
eight hours or until cutaneous reactions subside. 
HOW SUPPLIED: OXSORALEN Capsules 10 mg. 
in bottles of 30 and 100. 


*Information on file, Thomas C. Elder Inc. 
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SCRIPTION 


TO ASSURE YOUR 
TRAVELING PATIENTS 
A BON VOYAGE. 


Physician’s Guide to Medical Advice for Overseas Travelers 


Jet lag fatigue, Montezuma’s 
Revenge, airport  coronaries-- 
they've become all too common 
words in the medical vocabulary 
as increasingly larger numbers 
of people avail themselves of the 
speed and ease of jet travel for 
overseas vacation and business 
trips. And, in the process, they 
expose themselves to health 
risks rarely encountered at 
home. 


Physicians Guide to Medical 
Advice for Overseas Travelers 
was developed by the AMA to 
help practicing physicians ren- 





der preventive medical services 
to traveling patients. 


It provides a wealth of infor- 
mation, such as how to protect 
patients against tropical dis- 
eases, time zone changes, para- 
sites, tuberculosis and compli- 
cations of existing handicaps. 
What to advise about diets and 
personal hygiene in the tropics, 
overseas medical care, immu- 
nizations. 


Order your copy today--and 
help assure your traveling pa- 
tient a bon voyage. 


* K 
c 
^ Order Dept. ° 
. American Medical Association : 
s 535 N. Dearborn St./Chicago, IIl. 60610 a 
€ 
e Please send me. | copy(ies) of = 
: Physician's Guide to Medical Advice for d 
e Overseas Travelers (OP-411) E 
° Price: 60€ each. Please enclose payment. : 
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s POOE NET Pay t E 
Today's woman ean’t hide an unsightly PRECAUTIONS | "Tm | 
- A } : | * May prove irritating to sensitized skin in rare cases. IH this occurs, 
dermatosis, making effective treatment a discontinue therapy. May stain. — | 
. If used under occlusive dressings or for a prolonged period, watch 
necessity. for signs of pituitary-adrenal axis suppression. 
bn. AM ` - May interfere with thyroid function tests. Wait at least one month 
With its unique four-way action after discontinuance of therapy before performing these tests, The 
ES i : i ? : ferric chloride test for phenylketonuria (PKU) can yield a false- 
Vioforné -Hydrocortisone provides the land positive result if Vioform is present in the diaper or urine. 
uin Prolonged use may result in overgrowth of nonsusceptible orga- 
of comprehensive therapy that many common nisms requiring appropriate therapy. 
dermatoses* require, particularly those in- Few reports include: Hypersensitivity, local burning, irritation, 
. au | , pruritus. Discontinue if untoward reaction occurs. Rarely, topical 
fected with fungi or bacteria. corticosteroids may cause striae at site of application when used 
| | for DUELO in intertriginous areas. 
*This drug has been evaluated as possibly effective for these indi- DOSAG 
cations, See brief prescribing information. Apply a thin layer to affected areas 3 or 4 times daily. 
. & . HOW SUPPLIED 
Vioform -Hydrocortisone Cream, 396 iodochlorhydroxyquin and 195 hydrocortisone in a 
: : A water-washable base containing stearyl alcohol, cetyl alcohol, 
(iodochlorhydroxyquin and hydrocortisone) stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 


water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
and 175 hydrocortisone in a petrolatum base; tubes of 20 Gm. 
Lotion, 3% jiodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearic acid, cetyl alcohol, lanolin, 
propylene giycol, sorbitan trioleate, polysorbate 60, triethanolamine, 
methylparaben, propylparaben, and perfume Flora in water; plastic 
squeeze bottles of 15 ml. Mild Cream, 3% iodochlorhydroxyquin 
and 0.3% hydrocortisone in a water-washable base containing 
Stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
lauryl sulfate, and glycerin in water; tubes of 4% and 1 ounce. 

Mild Ointment, 3% todochlorhydroxyquin and 0.5% hydrocortisone 
in a petrolatum base; tubes of 1 ounce. 


Consult complete product literature before prescribing. 


CIBA Pharmaceutical Company 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 


INDICATIONS 
Based on a review of this drug by the National Academy of 
Sciences-National Research Council and/or other information, 
FDA has classified the indications as follows: 
"Possibly" effective: Contact or atopic dermatitis; impetigi- 
nized eczema; nummular eczema; infantile eczema; endoge- 
tious chronic infectious dermatitis; stasis dermatitis; pyoderma; 
nuchal eczema and chronic eczematoid otitis externa; acne 
urticata; localized or disseminated neurodermatitis; lichen 
simplex chronicus; anogenital pruritus (vulvae, scroti, ani); 
folliculitis; bacterial dermatoses; mycotic dermatoses such as 
tinea (capitis, cruris, corporis, pon moniliasis; intertrigo. 
Final classification of the less-than-effective indications requires 
further investigation. 
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CONTRAINDICATIONS 

Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredi- 

ents or reiated compounds; lesions of the eye; tuberculosis of the 

skin; most viral skin lesions (including herpes simplex, vaccinia, 


and varicella}. ® 
WARNINGS l 

This product is not for ophthaimic use. gam 
in the presence of systemic infections, appro- ' 

priate systemic antibiotics should be used. 


Usage in Pregnancy — 
Although topical steroids have not been 


reported to have an adverse effect on preg- 

nancy the safety of their use in pregnant 

females has not been established. Therefore, 

they should not be used extensively on preg- 
nant patients in large amounts or for pro- 


iodochlorhydroxyquin 
and hydrocortisone) 








the most widely 
prescribed form... . 
20 Gm Cream © 
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Soothes and cleans sensitive 
skin, and helps bring 
their guards down... 


Hiding their embarrassment compounds the misery. Incessant 
picking and rubbing of acne lesions often causes more irritation. 
Urge them to wash with soap-free ACNAVEEN® Bar, logical 
adjunctive therapy in whatever treatment you ve chosen: 


* 2% Salicylic acid and 2% sulfur provide a peeling and drying effect. 
* Aveeno Colloidal Oatmeal soothes the skin and reduces irritation 
ACNAVEEN" BAR: Special mild cleansing bar for acne. 
Available in 3.5 oz. bars 


Cope: Cooper Laboratories, Inc., Wayne, New Jersey 07470 Eye 
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NOW, 1/2 THE 

RISEOFULVIN 
IS ALLYOU 
NEED 


FOR EFFECTIVE 
PEASE E 





FOR IMPROVED ABSORPTION EFFICIENCY: 
Li 

unique 

Gris"PEG 


(griseofulvin 
ultramicrosize) Tablets 125 mg 


An ultramicrocrystalline solid-state dispersion of 
griseofulvin in polyethylene glycol 6000. 


as 


THE 1/2 DOSE GRISEOFULVIN 





1959 1962 


the macrosize the microsize 
crystal crystal 
Daily Dose: Daily Dose: 

1 gm 500 mg 


1975 


Dorsey Laboratories 


introduces the 
ultramicrosize crystal 


Daily Dose: 


250 mg 


Solid-state dispersion of griseofulvin in polyethylene 
glycol 6000 produces ultramicrosize crystals of 
griseofulvin for improved absorption efficiency. 


NOW IMPROVED ABSORPTION PRODUCES 
EQUIVALENT PLASMA LEVELS WITH 1/2 THE USUAL DOSE 


THE PLASMA LEVELS OF Gris-PEG AND MICROSIZE GRISEOFULVIN COMPARED 






Based on a single dose double-blind bioavailability study 
conducted in 24 human volunteers comparing the average 
griseofulvin (microsize) and Gris-PEG plasmalevels. There is 
nosignificant difference between peak plasma levels, times to 
peak, and areas under the curve. Gas chromatographic assay. 


P d 





mcg/ ml 





SINGLE DOSE STUDY 


No statistically significant 


* (2x 125 mg tablets) 


ERN e 500 mg griseofulvin (microsize) tablets 


difference between these curves 


250 mg Gris-PEG (griseofulvin ultramicrosize) 





i 2 4 6 8 10 12 
HOURS 





24 


PLASMA CONCENTRATIONS 


250 mg of Gris-PEG™ (griseofulvin ultramicrosize) 


provides plasma levels equivalent to those obtained 


with 500 mg of microsized griseofulvin. This factor 


permits the oral intake of half as much griseofulvin but 
there is no evidence, at this time, that this confers any 
significant clinical differences in regard to safety and 


efficacy. 


The daily dosage of Gris-PEG for most fungal infections U Itra Y) | C (OS | ze) 


is 250 mg. Gris-PEG Tablets give you the flexibility of 
once-a-day or b.i.d. dosage. And you give the patient 


the same effectiveness at a lower cost. 


Cris-PEG is available as 125 mg tablets. 














MULTIPLE DOSE STUDY 
No statistically significant 
ditference between these curves 


~ 
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~ 26 
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250 mg Gris-PEG (griseofulvin ultramicrosize) 
e 

(2 x 125 mg tablets) b.i.d 
Maresa :** 500 mq griseofulvin (microsize) tablets b.i.d. 





4 6 8 10 12 


HOURS 


Based on a double-blind multiple dose steady state crossover 
bioavailability study conducted in 17 human volunteers 
comparing the average griseofulvin (microsize) and Gris-PEG 
plasma levels obtained on days 9, 11 and 13. There is no 
Significant difference between times to peak, peak plasma levels, 
and areas under the curve. Gas chromatographic assay 





Gri, PEG 


(griseofulvin 


Tablets 125 mg 


from DORSEY LABORATORIES 
Division of Sandoz, Inc. 


For complete prescribing information, 
see followina paae. 





Iri," PEG. 


griseofulvin 


ultramicrosize) Tablets 


125 mg 


The 1/2 dose griseofulvin. 


DESCRIPTION 


. Griseofulvin is an antibiotic derived 


7. from a species of Penicillium. 





-Gfis-PEG is an ultramicrocrystalline 
solid-state dispersion of griseofulvin 
in polyethylene glycol 6000. 


Gris-PEG tablets differ from griseo- 
fuivin (microsize) tablets USP in that 
each tablet contains 125 mg of ultra- 
microsize griseotulvin biologically 
equivalent to 250 mg of microsize 
griseofulvin. 


ACTION 


Microbiology: Griseofulvin is fungi- 
static with in vitro activity against vari- 
ous species of Microsporum, Epider- 
mophyton and Trichophyton. it has 
no effect on bacteria or other genera 
of fungi. 


Human Pharmacology: The peak pias- 
ma level found in fasting aduits given 
0.259 of Gris-PEG occurs at about 
four hours and ranges between 0.37 
to 1.6 meg/mi. 


Comparable studies with microsize 
griseofulvin indicated that the peak 
plasma ievel found in fasting adults 
given 0.5 g occurs at about four 
hours and ranges between 0.44 to 1.2 
mcg/mi. 


Thus. the efficiency of gastrointestinal 
absorption of the ultramicrocrystalline 
formulation of Gris-PEG is approxi- 
mately twice that of conventional 
microsized griseofulvin. This factor 
permits the oral intake of half as much 
griseofulvin per tablet but there is no 
evidence. at this time, that this confers 
any significant clinical differences in 
regard to safety and efficacy. 


Griseofulvin is deposited in the keratin 
precursor cells and has a greater affin- 
ity for diseased tissue. The drug is 
tightly bound to the new keratin which 
becomes highly resistant to fungal 
invasions. 


INDICATIONS 


Gris-PEG (griseofulvin ultramicrosize) 
is indicated for the treatment of the 
following ringworm infections: 


Tinea corporis (ringworm of the body) 
Tinea pedis (athlete's foot) 

Tinea cruris (ringworm of the thigh) 
Tinea barbae {barber's itch) 

Tinea capitis (ringworm of the scalp) 
Tinea unguium (onychomycosis, ring- 
worm of the nails) 


when caused by one or more of the 
following genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton suiphureum 
Trichophyton schoenieini 
Microsporum audouini 
Microsporum canis 
Microsporum gypseum 
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NOTE: Prior to therapy. the type of 
tungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which wili 
respond to topical agents alone. 


Griseotulvin is not effective in the fol- 
lowing: 


Bacterial infections 
Candidiasis (Moniliasis) 
Histoplasmosis 
Actinomycosis 
Sporotrichosis 
Chromoblastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis) 
Tinea versicolor 
Nocardiosis 


CONTRAINDICATIONS 


This drug is contraindicated in pa- 
tients with porphyria, hepatocellular 
failure, and in individuals with a his- 
tory of sensitivity to griseofulvin. 


WARNINGS 


Prophylactic Usage: Safety and Effi- 
cacy of Griseofulvin for Prophylaxis of 
Fungal infections Has Not Been Estab- 
lished. 


Animal Toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 
0.5-2.5% of the diet, resulted in the 
development of liver tumors in several 
strains of mice, particularly in males. 
Smaller particle sizes result in an en- 
hanced effect. Lower oral dosage lev- 
els have not been tested. Subcutane- 
ous administration of relatively small 
doses of griseofulvin. once a week. 
during the first three weeks of life has 
also been reported to induce hepato- 
mata in mice. Although studies in other 
animal species have not yielded evi- 
dence of tumorogenicity, these studies 
were not of adequate design to form 
a basis for conclusions in this regard. 


in subacute toxicity studies, orally ad- 
ministered griseofulvin produced 
hepatocellular necrosis in mice, but 
this has not been seen in other spe- 
cies. Disturbances in porphyrin metab- 
olism have been reported in griseoful- 
vin treated laboratory animals. Griseo- 
fuivin has been reported to have a 
coichicine-like effect on mitosis and 
cocarcinogenicity with methylcholan- 
threne in cutaneous tumor induction 
in laboratory animals. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies. it has 
been reported in the literature that 
griseofulvin was found to be embryo- 
toxic and teratogenic on oral adminis- 
tration to pregnant rats. Pups with 
abnormalities have been reported in 
the litters of a few bitches treated with 
griseofulvin. Additiona! animal repro- 
duction studies are in progress. 


Suppression of spermatogenesis has 
been reported to occur in rats, but in- 


vestigation in man failed to confirm 
thic 





PRECAUTIONS 


Patients on prolonged therapy with 
any potent medication shouid be 
under close observation. Periodic 
monitoring of organ system function. 
including renal, hepatic and hema- 
topoietic. should be done. 


Since griseofulvin is derived from spe- 
cies of penicillin, the possibility of 
cross sensitivity with penicillin exists; 
however, known penicillin-sensitive 
patients have been treated without 
difficulty. 


Since a photosensitivity reaction is OC- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
sitivity reaction occur. lupus erythe- 
matosus may be aggravated. 


Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage adjust- 
ment of the anticoaguiant during and 
after griseofulvin therapy. 


Barbiturates usually depress griseo- 
fulvin activity and concomitant admin- 
istration may require a dosage adjust- 
ment of the antifungal! agent. 


ADVERSE REACTIONS 


When adverse reactions occur, they 
are most commonly of the hypersensi- 
tivity type such as skin rashes, urti- 
caria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of 
therapy and appropriate countermea- 
sures. Paresthesias of the hands and 
feet have been reported rarely after 
extended tnerapy. Other side effects 
reported occasionaily are oral thrush. 
nausea, vomiting. epigastric distress, 
diarrhea, headache, fatigue, dizziness. 
insomnia, mental confusion and im- 
pairment of performance of routine 
activities. 


Proteinuria and leukopenia have been 
reported rarely. Administration of the 
drug should be discontinued if granu- 
locytopenia occurs. 


When rare, serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages. long pe- 
riods of therapy. or both. 


DOSAGE AND ADMINISTRATION 


Accurate diagnosis of the infecting 
organism is essential. Identification 
shouid be made either by direct micro- 
scopic examination of a mounting of 
infected tissue in a solution of potas- 
sium hydroxide or by culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
Clinical or laboratory examination. 
Representative treatment periods are 
— tinea capitis, 4 to 6 weeks, tinea cor- 
poris. 2 to 4 weeks; tinea pedis, 4 to 8 
weeks; tinea unguium — depending on 
rate of growth — fingernails. at least 4 
months; toenails. at least 6 months. 


General measures in regard to hygiene 
should be observed to control sources 


of infection or reinfection. Concomi- 
tant use of appropriate topical agents 
is usually required particularly in treat- 
ment of tinea pedis. in some forms of 
athlete's foot, yeasts and bacteria may 
be involved as weil as fungi. Griseo- 
fulvin will not eradicate the bacterial 
or monilial infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofulvin ultramicrosize) is 
biologically equivalent to 500 mg ot 
griseofulvin microsized, USP (see 
ACTION Human Pharmacology). 


Adults: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinea cruris 
and tinea capitis. One 125 mg tabiet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungus infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium, a divided daily dose of 
500 mg is recommended. In ali cases, 
the dosage should be individualized. 


Children: Approximately 5 mg per kilo- 
gram (2.5 mg per pound) of body 
weight per day is an effective dose for 
most children. On this basis, the fol- 
lowing dosage schedule for children 
is suggested: 


Children weighing over 25 kilograms 
(approximately 50 pounds)- 125 mg 
to 250 mg daily. 


Children weighing 15-25 kilograms 
(approximately 30- 50 pounds) —62.5 
mg to 125 mg daly. 


Children 2 years of age and younger — 
dosage has not been established. 


Dosage should be individualized, as is 
done for adults. Clinical experience 
with griseofulvin in children with tinea 
capitis indicates that a single daily 
dose is effective. Clinical relapse will 
occur if the medication is not contin- 
ued until the infecting organism is 
eradicated. 


CAUTION 
Federal law prohibits dispensing with- 
out prescription. 


HOW SUPPLIED 


Gris-PEG (griseofulvin ultramicrosize) 
Tablets differ from griseofulvin (micro- 
size) tablets USP in that each tablet 
contains 125 mg of ultramicrosize 
griseofulvin biologically equivalent to 
250 mg of microsized griseofulvin. Two 
125 mg tablets of Gris-PEG are ~ 
logically equivalent to 500 mg of micro- 
sized griseofulvin. in botties of 100 
scored tablets. 


Divigion of Sandoz. ing 
LINCOLN, NEBRASKA 58501 
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\ HYDROCORTISONE 


CREAM AND LOTION 


where fluorinated 
steroids may be 
too potent and 
high priced 


Especially indicated 
in generalized and 
à long term maintenance 


therapy 


Laboratories, Inc. 


ESCRIPTION — Hydrocortisone 1% and 42%. in a water-washable cream 
or lotion containing purified water, propylene glycol, isopropyl myristate, cholesterol and 
related sterols, cetyl | alcohol! and sorbic acid (Cream only, contains glyceryl 
monostearate, polysorbate 60, sorbitan monostearate and polyoxyl 40 stearate) 

(Lotion only, contains triethanolamine carbomer, polysorbate 40, sorbitan monopalmitate 
and silicone emulsion defoamer). 

ACTIONS — Topical corticosteroids are effective primarily because of their 
antiinflammatory, antipruritic, and vasoconstrictive actions. 

INDICATIONS — For relief of the inflammatory manifestations of corticosteroid-responsive 
dermatoses. 
CONTRAINDICATIONS: In viral diseases of the skin such as varicella and vaccinia 
and in patients with a history of hypersensitivity to any component. Not for ophthalmic use. 
Topical steroids should not be used when circulation is markedly impaired. 
WARNING: Should not be used extensively, in large amounts, or for 


1% | 676, 








e Effective 
e Paraben Free 
e Economical 
e Elegant 


WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington, Pa. 19034 


PRECAUTIONS — If irritation develops, the product should be discontinued and 
appropriate therapy instituted. In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. If a favorable response does nof 
occur promptly, the corticosteroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated or if the occlusive 
technique is used, the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken. 
ADVERSE REACTIONS — The following local adverse reactions have been reported with 
topical corticosteroids, either with or without occlusive dressings: burning sensations, 
itching, irritation, dryness, folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruption and hypopigmentation. 
DOSAGE AND ADMINISTRATION — Apply to affected areas 3 or 4 times daily. 
HOW SUPPLIED: Cream: Tubes — 1⁄2 oz., 1 oz.; Jars — 4 oz., 16 oz.; 

Lotion: Bottles — 1 oz., 4 oz. 
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Efudex:therap 


(fluorouracil) 


Before treatment, patient shows widespread but 
relatively moderate solar keratosis—7/12/68. 


Solar keratosis is often a fact of life. 


Among any light-skinned population, 
extended exposure to the sun may lead to 
solar keratoses. Whether called solar, 
actinic or senile keratoses, these lesions have 
a characteristic appearance. Typically, they 
are flat or slightly elevated, of a brownish or 
reddish color, papular, dry, rough, adherent 
and sharply defined. They commonly occur 
as multiple lesions usually found on exposed 
portions of the skin. And because they may 
be premalignant, they should be treated. 


After a month of treatment with Efudex (fluorouracil) 5% 


—8/ 14/68. Sites of keratoses are erythematous. Lesions 


not visible before therapy have appeared; intervening 
normal skin shows no response to the medication 


The action is where the lesion is. 
Response begins after several days of 

therapy with Efudex (fluorouracil) 5% Cream. 
The reaction is usually maximal within two 
weeks, gradually subsiding after discontinua- 
tion of therapy. Healthy skin shows virtually no 
response to application of Efudex. Subclinical 
lesions will appear during the course of treat- 
ment. And, of course, lesions that do not 
respond should be biopsied to rule out frank 
neoplasms. The sequence of therapeutic 
action is erythema, vesiculation, erosion, 
ulceration, necrosis and then epithelization. 
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Three and one-half months following end of therapy— 
12/11/68. Skin appears clear, with no evidence of 
scarring and no recurrence or new lesions. 


Its the results that count. 


Easily applied Efudex (fluorouracil) 5% 
Cream offers therapy that’s convenient, effec- 
tive and has a high degree of safety. It usually 
provides excellent cosmetic results, as seen 
inthe photograph above. Incidence of scar- 
ring, of particular importance with multiple 
facial lesions, is low. And the availability of 
the 5% cream, a Roche exclusive, adds econ- 
omy as well as outstanding clinical efficacy. 





Before prescribing, please consult complete 
product information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. 

Contraindications: Patients with known hyper- 
sensitivity to any of its components. 

Warnings: !f occlusive dressing used, may in- 
crease inflammatory reactions in adjacent normal skin. 
Avoid prolonged exposure to ultraviolet rays. Safe use 
in pregnancy not established. 

Precautions: If applied with fingers, wash hands 
immediately. Apply with care near eyes, nose and 
mouth. Lesions failing to respond or recurring should 
be biopsied. 

Adverse Reactions: Locai— pain, pruritus, hyper- 
pigmentation and burning at application site most ` 
frequent; also dermatitis, scarring, soreness and tender- 
ness. Also reported—insomnia, stomatitis, suppuration, 
scaling, swelling, irritability, medicinal taste, photo- 
sensitivity, lacrimation, leukocytosis, thrombocytopenia, 
toxic granulation and eosinophilia. 

Dosage and Administration: Apply sufficient 
quantity to cover lesion twice daily with nonmetal 
applicator or suitable glove. Usual duration of therapy 
is 2 to 4 weeks. 

How Supplied: Solution, 10-ml drop dispensers— 
containing 296 or 596 fluorouracil on a weight/weight 
basis, compounded with propylene glycol, tris(hydroxy- 
methyl)aminomethane, hydroxypropyl cellulose, 
parabens (methyl and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil 
in a vanishing cream base consisting of white petro- 
latum, stearyl alcohol, propylene glycol, polysorbate 60 
and parabens (methyl and propyl) 


Roche Laboratories 
C ROCHE Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 





Efudex 5% Cream 


| fluorouracil/ Roche 
Forovert and subclinical keratotic lesions 


Tinea corporis 


Tinea versicolor 


Tinea cruris 


Tinea manuum 


Tinea pedis 


“in infections due to these commonly implicated 
organisms: Trichophyton rubrum, T. tonsurans, T. 
mentagrophytes, Microsporum canis, and Epider- 
mophyton floccosum. Halotex is also useful in tinea 
versicolor due to Malassezia furfur. 








When treating these tinea infections, 
consider safe" and effective Halotex® 
(haloprogin). Rx only Halotex is a 
nonstaining, nongreasy topical agent 
available in convenient and economical 
sizes. Halotex cream in 30 g. tubes, 
Halotex solution (especially useful in hairy 
areas of the body) in 10 and 30 ml sizes. 


* Information on file at Westwood. 


Prescribe 


alotex - 
haloprogin) 


196 Cream/Solution 


Halotex: 


(haloprogin) 1% Cream/Solution 


Description: 

Halotex cream provides 1% haloprogin in a 
water-dispersible, semi-solid cream base. Each . 
gram contains 10 mg. haloprogin solubilized in 
polyethylene glycol 400, polyethylene glycol 
4000, diethyl sebacate and GEOP fair cdo 
done. Halotex solution provides 1% (10 mg. per 
ml.) haloprogin in a homogeneous verte of 
diethyl sebacate and alcohol. 


Action: 

Halotex is a synthetic antifungal agent for the 
treatment of superficial fungal infections of the 
skin. 


Indications: 
Halotex cream and solution are indicated for the 
topical treatment of tinea pedis, tinea cruris, 
tinea corporis and tinea manuum due to infec- 
tion with Trichophyton rubrum, Trichophyton 
tonsurans, Trichophyton mentagrophytes, Mi- 
crosporum canis, and Epidermophyton flocco- 
sum. It is also useful in the topical treatment of 
tinea versicolor due to Malassezia furfur. 


Contraindications: 

Halotex preparations are contraindicated in 
those individuals who have shown hypersensi- 
tivity to any of the components. 


Warning: 
USAGE IN PREGNANCY- Safety for use in 
pregnancy has not been established. 


Precautions: 

In case of sensitization or irritation due to. Halo- 
tex cream or solution or any of the ingredients, 
treatment with these preparations: should be 
discontinued and appropriate therapy instituted. 


If a patient shows no improvement after four ` 
weeks of treatment with Halotex cream or solu- 
tion, the diagnosis should be redetermined. In 
mixed infections where bacteria or nonsuscep- 
tible fungi are present, supplementary systemic 
anti-infective therapy may be indicated. 


For external use only. KEEP OUT OF EYES. 


- Adverse Reactions: 


Reactions reported include: (1) local irritation, 
burning sensation, vesicle formation, and (2) 
increased maceration, pruritus or exacerbation 
of pre-existing lesions. 


Dosage and administration: 
Halotex cream and solution should be applied 
liberally to the affected area twice daily for two 
to three weeks. Interdigital lesions may require 
up to four weeks of therapy. 


How Supplied: 
Halotex* cream 196 (10 mg. per g.) 30 g. col- 
lapsible aluminum tube NDC 0072-7130-02. 


Halotex* solution 1% (10 mg. per ml.) 10 ml. 
polyethylene bottle with controlled drop tip NDC 
0072-7210-02 and 30 ml. polyethylene bottle 
with controlled drop tip NDC 0072-7230-02. 


WESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario KN85E9 
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advance to break 
reinfestation cycle. 


Kills lice that remain on upholstery, 
blankets, bedding, clothing, 
carpeting...that may reinfest the 

patient or infest his family. 


Introducing R&CS pi dH 


with synergised pyrethrins and gamma benzene hexachloride 


(formerly KwellSpray 


Pediculi and their ova can survive (for a short time) off the human host. Thus, 
ven though the patient may have been successfully rid of lice on his person, immedi- 
te reinfestation is possible or a fresh infestation of other family members may occur. 

To help break this infestation/reinfestation cycle, when washing or dry 
leaning is not possible, R&C Spray can be applied to upholstery, blankets, bedding, 
lothing and other objects where lice and their eggs are known to linger. 

R&C Spray is specially formulated with synergised pyrethrins to provide effec- 
ive parasite control. ‘‘Pyrethrins are exceptionally rapid in their effect upon 

1sects ...."' The other important active ingredient is gamma benzene hexachloride 
ihich, as a pediculicide, has been shown to be virtually 100% effective.? 

After you have prescribed a specific for parasites on the scalp or body, com- 
lete the regimen with the specific for parasites off the body with R&C Spray 
nsecticide. 

Caution: Not for use on humans or animals. Avoid spraying in eyes. May be ab- 
orbed through skin. Avoid breathing spray mist. Avoid contact with skin. In case of 
ontact, wash immediately with soap and water. Avoid contamination of feed and food- 
tuffs. Harmful if swallowed. Vacate room after treatment and ventilate before 


eOCCUDpyin£. References: 1. Osol, A. and Farrar, G.E., eds.: United States Dispensatory, Philadelphia, 
. B. Lippincott Co., 25th edition, 1960, p. 2012. 2. Patient Care 7:94, Nov. 1, 1973. 


Reed & Carnrick/ Kenilworth, N.J. 07033 












R&C Spray. Keeps lice from making a comeback. 
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eoful vit is indigated 
"ingworm infec- 
ek nails, namely: ~ 
-. Tinea corporis, Tine. pedis, Tinea  * 
+ cruris, Tinea barbae, Tinea capitis, Tinea 
unguium (onychomycosis) when caused by 
one or more of the following genera of fungi: 
Trichophyton Kom, T tonsurans, T. men- 
tagrophy E53 interdigitalis, T. verrucosum, 
T. megni S Niro T. crateriform, T. sul- 
phüreu, T. schoenleini, Microsporum 
audouini, M. canis, M. gypseum, Epidermo- 
-phyton floccosum. E 

NOTE: Prior to therapy, the type of fungi 
responsible for the infection shala be 
identified. — 

The use of this drug is not justified in minor or 
qe trivial infections which will respond to topical 
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Tw Rogers alone. 
_ Griseofulvin is not effective in the following: 


Bacterial infections, candidiasis (moniliasis), 
histoplasmosis, actinomycosis, sporotricho- 


sis, chromoblastomycosis, eoccidioidomyco-: 
North ‘American blastomycosis, 
cryptococcosis (torulosis), Tinea versicolor, | 


contraindicated ? 


sis, 





nocardiosis. į 
Contrandicatidns Thisdru 
in patients wit porphyria, tocellu 
ure, and in individuals with a history 
sensitivity to o greo fuin. £ 

. Warnings: Prophylactic Usage — Safety and 
efficacy of griseofulvin for prophylaxis of 


r fail- 


fungal infections has not n established. 
Animal Toxicology—Chro nic feeding of 
griseofulvin, from 0.5-2.5% 
of the diet, 


- levels ranging 
resulted in tev eee 
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liver tumors a, 
several strainsof 
mice, particularly in^ 
males. Smaller pArtiele te 
sizes result in an enhanc 
effect. Lower oral dosage levels hae 
not been tested. Subcutaneous adminis- 
tration of relatively. small doses of griseo- 
fulvin, once @ week, during the first 
three weeks of life has also been re- 
ported to induce hepatomata in mice. 
Although studies in other animal species 
have not yielded evidence of tumoro- 
genicity, these studies were not of adequate 
design to form a basis for conclusions in this 
regard. 

In subacute toxicity studies, orally adminis- 
tered griseofulvin produced Re patocagiia 
necrosis in mice, but this has not been 

in other species. Disturbances in porph 


p^ 






metabolismhave been repofted in riseojukán: 
treated laboratory animals. Griseofulvin h 
been reported to have a colchicine-like eff 
on "ss d and cocarcinog icity ith oy 
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GRISACTIN 500 


Tablets 


finds it 
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ore Ri in cutaneous tumor induction in 
labor. ratory animals. 
Usage in Pregnancy — The safety of this drug 
during pregnancy has not been established. 
Animal Reproduction Studies —it has been 
reported in the literature that griseofulvin was 
found to be embryotoxic and teratogenic on 
oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters 
of a few bitches treated with griseofulvin. Ad- 
ditional animal reproduction studies are in 
rogress. 
35 of spermatogenesis has been re- 
ed to occur in rats, but investigation in 
fnan fai ailed to confirm this. 
utions: mae on prolonged therapy 
vith any potent edication ‘should be under 
cn observa tion. “Periodic monitoring of 
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runs deep... 


In stubborn tineas — as, for example, in onychomycosis — GRISACTIN 500 [griseofulvin 
(microsize) ] penetrates into the fungi-harboring keratin where a topical fungistatic cannot reach. 
Gradually, as this griseofulvin-impregnated band is propelled outward, the infected tissues are 
replaced with normal keratin...a clinical cure being considered complete when the replaced keratin 
is entirely rid of viable fungi. GRISACTIN 500 is a potent fungistatic agent with systemic action... 
microsized crystals afford an increased surface area for maximal gastrointestinal absorption. 


in stubborn tineas of the skin, hair, and nails 


Artist's conception of a lateral section 
of fingernail with inset showing Trichophyton (Purpureum) Rubrum. 
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-. patients should be warned to avoid exposure 
- . to intense natural or artificial sunlight. Should 
-~ a photosensitivity reaction occur, lupus 
erythematosus may be aggravated. e 
Griseofulvin decreases the activity of war- 
farin-type anticoagulants so that patients 
receiving these drugs concomitantly may 
require dosage adjustment of the anticoagu- 
lant during and after griseofulvin therapy. 
Barbiturates usually depress griseofulvin 
activity and concomitant administration may 
require a dosage adjustment of the antifungal 
agent. 


Adverse Reactions: When adverse reactions. i 


occur, they are most commonly of the hyper- 
















extended therapy. Other side effects reported 
occasionally are oral thrush, nausea, vomiting, 
epigastric distress, diarrhea, headache, fa- 
tigue, dizziness, insomnia, mental confusion, 
and impairment of performance of routine 
activities. 
Proteinuria and leukopenia have been reported 
rarely. Administration of the drug should be 
discontinued if granulocytopenia occurs. 
When rare, serious reactions occur with griseo- 
fulvin, they are usually associated with high 
dosages, long periods of therapy, or both. 
Dosage and Administration: Accurate diagnosis 
of the infecting organism is essential. Medica- 
tion must e. unt picintoctine organ- 
ism is completely eradicated as indicated by .§ — | 
Se eee aioe laboratory LNS M 
General measures in regard to hygiene should rro. 
be observed to control sources of infectionor = | a a n 
reinfection. Concomitant use of appropriate = = aam anaua 
topical agents is usually required, particularly RAN ETT I x^ 
in treatment of tinea pedis. aD a 
Dosage should be individualized, dependingon .—-_—s»._—s.yj 
age and severity of infection. Adu/ts—O. NES P 
daily (125 mg. q.i.d., 250 mg. b.i.d., or 500 
mg./day). Children — 10 mg./kg. daily is usually. 
adequate (from 30 to 50 Ib., 125 mg. to 250 
mg. daily; over 50 Ib., 250 mg. to 500 mg. ~s 
daily, in divided doses). 5 a a 
How Supplied. GRISACTIN [griseofulvin 
(microsize)] —No, 442- GRISACTIN 125." " 
each capsule contains 125 mg., in bottles 9 
of 100 a d 500. No. 443- 
4 stt ^ mta 1 























4 Ses " 







nd 
t . 
* 


"x. 
Md cs e 


REA See 












IPN 


E sensitivity type such as skin rashes, urticaria, . 
and rarely, pone eate and may  mg.;i 
necessitate withdrawal of therapy and appro- . of60 
— priate countermeasures. Paresthesias of the Ayerst. 
___hands and feet have been reported rarely after ..- 
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In acne... 


our appearance 
matters, too. 





When tetracycline therapy is warranted, the 
appearance of 

Sumycin HCI (Tetracycline Hydrochloride) 
on your prescription helps insure that the 
high quality, yet economical, brand you 
know and trust will be dispensed. 


And when pharmacists have the choice, the 
brand they dispense more often than any 
other is Sumycin HCI. 


Write it...to be sure 


SUMYCIN HCI 


(Tetracycline Hydrochloride) 


In choice of tablets or capsules, 
both 250 mg. and 500 mg. strengths. 


recommended for long-term adjunctive therapy in severe acne. 


Sumycin '250' Hydrochloride Capsules and Sumycin 
‘500’ Hydrochloride Capsules (Tetracycline Hydro- 
chloride Capsules U.S.P.) contain 250 mg. and 500 
mg. crystalline tetracycline hydrochloride, respec- 
tively. Sumycin ‘250’ Hydrochloride Tablets and 
Sumycin ‘500’ Hydrochloride Tablets (Tetracycline | 
Hydrochloride Tablets N.F.) contain 250 mg. and 500 
mg. tetracycline hydrochloride, respectively., 


Contraindications: Contraindicated in persons who have shown hy- 
persensitivity to any of the tetracyclines 


Warnings: Use of tetracycline, particularly long-term use but also in 
repeated short-term courses, during tooth development (last half of 
pregnancy, infancy, and up to 8 years of age) may cause permanent 
tooth discoloration; enamel hypoplasia has also been reported. . 
Therefore, tetracycline should not be used in this age group unless 
other drugs are not likely to be effective or are contraindicated. 

If renal impairment exists, lower-than-usual doses are indicated to 
avoid systemic accumulation and possible liver toxicity; on prolonged 
use, tetracycline serum level determinations may be advisable. The: 
antianabolic action of tetracyclines may cause an increase in BUN. In 
patients with significantly impaired renal function higher serum lev- 
els may lead to azotemia, hyperphosphatemia and acidosis. Photo- 
dynamic reactions, although rare with tetracycline, may occur; at first 
evidence of skin erythema, discontinue tetracycline. Advise photo- 
sensitive patients to avoid direct sunlight or ultra-violet light. 

Usage in pregnancy: (see Warning about use during tooth devel- 
opment.) Based on animal studies, tetracyclines cross the placenta, 
are found in fetal tissues, and can have toxic effects (often retarda- 
tion of skeletal development) on fetus; embryotoxicity has also been 
noted in animals treated early in pregnancy. 

Usage in newborns, infants, and children: (see warning about use 
during tooth development.) Tetracyclines form a stable calcium 
complex in any bone-forming tissue. A decrease in fibula growth 
rate (reversible on discontinuation of drug) has been observed in 
prematures given 25 mg. / kg. q. 6 h. orally. 

Tetracyclines are present in the milk of lactating women who are 
taking a drug in this class. 


Precautions: Watch for signs of secondary infection due to nonsus- 
ceptible organisms including fungi; discontinue drug and institute 
appropriate therapy if this occurs. Superinfection of the bowel by 
staphylococci may be life threatening. In venereal diseases with sus- 
pected coexistent syphilis, patients should have darkfield exam- 
inations before therapy and monthly serologic tests for at least 4 
months. Because the tetracyclines have been shown to depress 
plasma prothrombin activity, patients who are on anticoagulant 
therapy may require downward adjustment of their anticoagulant 
dosage. During long-term therapy, perform periodic renal, hepatic, 
and hematopoietic function studies. All infections due to group A 
beta-hemolytic streptococci should be treated for at least 1O days. 
Avoid concomitant use of penicillin and tetracycline since the bacte- 
riostatic action of the latter may interfere with the bactericidal action 
of penicillin. Use tetracyclines with caution in persons with histories 
of allergy, asthma, hay fever, or urticaria due to greater possibility of 
sensitivity reactions. 


Adverse Reactions: Anorexia; epigastric distress; nausea; vomiting; 
diarrhea; bulky loose stools; stomatitis; sore throat; glossitis; black 
hairy tongue; dysphagia; hoarseness; enterocolitis; inflammatory le- 
sions (with candidal overgrowth) in the anogenital region (including 
proctitis and pruritus ani); maculopapular and erythematous rashes; 
exfoliative dermatitis (uncommon); rarely onycholysis, nail discolora- 
tion, and photosensitivity; dose-related BUN rise; rarely hepatic cho- 
lestasis (usually associated with high dosage); urticaria; 
angioneurotic edema; anaphylaxis; anaphylactoid purpura; pericar- 
ditis; exacerbation of systemic lupus erythematosus; serum sick- 
ness-like reactions (fever, rash, arthralgia); bulging fontanels in 
infants on full therapeutic dosage (disappeared on discontinuation 
of drug); anemia; hemolytic anemia; thrombocytopenia; thrombocy- 
topenic purpura; neutropenia; eosinophilia; dizziness; headache. 
Prolonged use of tetracyclines has produced brown-black micro- 
scopic discoloration of thyroid glands; no abnormalities of thyroid 
function studies are known to occur. 

It should be noted that microorganisms insensitive to one tetracy- 
cline invariably exhibit cross-resistance to other tetracyclines. 

For full information, consult package insert. 


How Supplied: Sumycin '250' Hydrochloride Capsules (Tetracy- 
cline Hydrochloride Capsules U.S.P.) are available in bottles of 100 
and 1000 and Unimatic" Single Dose Packs of 100. Sumycin 
'500' Hydrochloride Capsules (Tetracycline Hydrochloride Capsules 
U.S.P.) are available in bottles of 100 and Unimatic Single Dose 
Packs of 100. Sumycin '250' Hydrochloride Tablets and Sumycin 
‘500° Hydrochloride Tablets (Tetracycline Hydrochloride Tablets 
N.F.) are available in bottles of 100. (A.H.F.S. 8:12.24) 


SQUIBB’ 


‘The Priceless Ingredient of every product 
‘is the honor and integrity of its maker.'™ 


€ 1975 E.R. Squibb & Sons, Inc. 705-002 


Acne | 
E doesn't 
7X have to 
3 get worse 
efore it 
gets better 


To encourage greater patient cooperation, consider effective 
Pernox? Scrub. 


e Dries and desquamates skin with a high degree of safety 
and flexibility. 


* Predictable and controllable therapy for efficacy...without 
undue irritation to the skin. 


e Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation...skin 
feels smooth after each washing. 


e Indicated in grades |, Il, and selected cases of grade III acne. 



















Contains: 

Microfine granules of polyethylene in SEBULYTIC® brand of 
soapless cleansers and wetting agents. Also 296 sulfur, 
1.596 salicylic acid. 


the therapeutic scrub | e 
cleanser of choice DB 












Supplied: 
2 and 4 oz. plastic 
tubes, regular or 
lemon-scented. 
Pernox& 





Lathering Scrub Cleanser 
Regular/Lemon 
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+ Acrodermatitis enteropathica is a rare 
disease of childhood, characterized by 
periorificial and perioral dermatitis, acro- 
dermatitis, diarrhea, and alopecia. Two 
patients were successfully treated with 
diiodohydroxyquin (Diodoquin). Lipid 
concentrations disclosed abnormal distri- 
bution of fats that resembled those of less 
mature infants fed diets low in linoleic 
acid even though the patients were 
actually on diets with high linoleic acid 
levels. Fatty acid distribution showed 
increased levels of linoleic acid that 
correlated with clinical improvement in 
the patient who was more ill. Skin fatty 
acids showed decreased levels of linoleic 
acid. Electron micrographs and histo- 
chemical staining disclosed increased 
lipid droplets in epidermal cells. Linoleic 
acid and zinc may have a role in the origin 
of the disease, and measurement of both 
skin and serum linoleic acid is suggested 
in the evaluation of its progress. 

(Arch Dermatol 112:653-660, 1976) 


| A enteropathica is a 
£ X. rare disease that occurs primari- 
ly in children.” The pathognomonic 
findings are acral, perioral, and peri- 


Accepted for publication April 2, 1975. 

From the Department of Psychiatry and 
Behavioral Sciences, Stanford University School 
of Medicine, Stanford, Calif (Dr Ginsburg), and 
the Division of Dermatology (Dr Michel) and the 
Department of Pathology (Dr Robertson), Case 
Western Reserve University School of Medicine, 
Cleveland. Dr Ginsburg is a fellow in psycho- 
pharmacology at Stanford University. 

. Reprint requests to Division of Dermatology, 

- University Hospitals, 2065 Adelbert Rd, Cleve- 
ss 5 Jand, OH. 44106 (Dr Michel). 


. Arch Dermatol—Vol 112, May 1976 





Acrodermatitis Enteropathica 


Abnormalities of Fat Metabolism and m 


Integumental Ultrastructures in Infants 


Roy Ginsburg, MD; Abel Robertson, Jr, MD, PhD; Beno Michel, MD 


anal skin lesions; alopecia and diar- 
rhea; associated signs include stomati- 
tis, glossitis, paronychias, nail dystro- 
phy, mental changes, failure to thrive, 
and secondary bacterial and fungal 
infections. A familial history fre- 
quently is present, and, although 
numerous theories have been pro- 
posed, the cause of acrodermatitis 


enteropathica is not known. The possi- - 


ble causes are as follows: (1) systemic 
Candida albicans infection’; (2) Giar- 
dia lamblia infection’; (3) variation of 
celiac disease’; (4) variation of cystic 
fibrosis"; (5) abnormality of trypto- 
phan metabolism’; (6) deficiency of an 
unknown factor normally present in 
human milk‘; (7) defects in digestion 
other than faulty pancreatic secre- 
tion; and (8) enzymatie defect of 
intestinal mucosa that allows absorp- 
tion of toxie substances.'^" However, 
none of these theories have proved to 
be adequate. 

In 1969, Cash and Berger" postu- 
lated that defective interconversion of 
the essential fatty acids could be the 
cause of acrodermatitis enteropathica, 
and they demonstrated that changes 
in the serum levels of linoleic and 
arachidonie acids and the disappear- 
ance of unusual isomers of arachidonic 
acid were correlated with clinical 
improvement. 

The prognosis of acrodermatitis 
enteropathica is grave if the disease is 
untreated, with death occurring from 
intercurrent infection or cachexia 
with multiorgan failure. The disease 
ean be well controlled with breast milk 
in most cases, as reported by Brandt,‘ 


or by one of the hydroxyquinoline 


suggested by Schlomovitz and re- — a 


ported by Dillaha et al.’ Dilodohy- 
droxyquin (Diodoquin) administered 
orally has become the most widely 
used hydroxyquinoline for treatment 
of this disease, with a great majority 
of patients responding to daily doses 
of between 300 and 3,600 mg. 

We report the study and treatment 
of two infants with acrodermatitis 
enteropathica who had abnormal 
amounts of essential fatty acids in 
sera and skin specimens and intracel- 
lular lipid accumulations in epidermal 
skin cells. 


REPORT OF CASES 


Case 1.—A 4'-month-old girl was re- 
ferred because of an apparently intract- 
able dermatitis. The patient was the 
product of a normal labor and delivery, but 
at 2 months of age, an erythematous, ecze- 
matous perioral eruption developed that 
spread to the entire face, buttocks, geni- 
talia, and knees. Numerous topical oint- 
ments and changes of formula brought 
only temporary improvement. Skin tests 
disclosed hypersensitivity to bananas and 
milk. The child was referred to the hospital 
by a dermatologist whose tentative diag- 
nosis was moniliasis. Therapy included . 
gentian violet applied to buttocks and geni- — 
talia and triamcinolone cream (Mycolog) to 
the face and neck. There was no history of 
diarrhea or anorexia. The patient did | 
produce three to six green, foul-smelling 
stools per day. There was no family history 
of a similar disease. 

At the time of our examination, the 
infant was listless, irritable, and photo- 
phobie. She seemed to be well nourished, 
her weight was between the tenth and 25th 
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Fig 1.—Acrodermatitis enteropathica in 472-month-old girl (case 1). Note reddish hue to 
hair (top left), extensive involvement of occipital scalp (top right), face (center left), 
perineal area (center right), and patient at 9 months of age after diiodohydroxyquin 
therapy (bottom left and right). 


percentile, and body length and head 
cireumference were in the 50th percentile. 
A dry, erythematous, scaly rash covered 
the face, both ears, the back of the neck, 
buttocks, genitalia, and knees (Fig 1). The 
affected sites bled readily when touched. 
There was localized alopecia of the occipital 
area, and the hair was light red. Distal 
portions of the extremities, including the 
nails, were free of lesions. Other physical 
findings included nasal discharge and 
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questionable hepatomegaly. 

Laboratory tests disclosed the following 
values: hematocrit reading, 37%; white 
blood cell (WBC) count, 19,000/cu mm, with 
43% polymorphonuclear leukocytes, 2 band 
cells, 51% lymphocytes, and 1% eosinophils; 
and platelet count was in the normal range. 
Values for serum glutamic oxaloacetic 
transaminase (SGOT), lactic acid dehydro- 
genase (LDH), serum glucose, serum 
calcium, serum phosphorus, blood urea 


nitrogen (BUN), and serum electrolytes 
were all within normal limits. The patient 
had 4+ pyuria. Serum protein electrophor- 
esis disclosed the following values: total 
protein, 5.4 gm/100 ml; albumin, 2.9 gm/ 
100 ml; and y-globulin, 2.43 gm/100 ml. The 
immunoelectrophoretic pattern was nor- 
mal. Protein electrophoresis of the urine 
disclosed mild, generalized hyperaminoaci- 
duria that was consistent with age and 
with low specific gravity. Skin and nasal 
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- discharge cultures grew f-hemolytie Strep- 
tococcus and coagulase-positive Staphylo- 
coccus aureus. Multiple cultures on Sabou- 
raud agar of the skin, nares, vagina, stool, 
and urine were negative for yeast. 

Initial topieal treatment for Candida 
with potassium permanganate, amphote- 
ricin B, and triamcinolone eream (Kenalog) 
produced no improvement. A course of 
orally given penicillin G was given for the 
B-hemolytie Streptococcus that was iso- 
lated from the nasal discharge and the 
skin. The infant continued to produce four 
to nine loose stools per day, remained 
listless, and failed to gain weight. Lesions 
appeared on the fingers, toes, nails, elbows, 
and most extensively on the thighs. A 
course of 100 ml of diiodohydroxyquin four 
times a day was begun on the 14th hospital 
day; regression of skin lesions began on the 
third day of therapy. The patient’s condi- 
tion continued to improve, and she was 
discharged on the 32nd hospital day on the 
same regimen of diiodohydroxyquin. Four 
months later, the infant had a mild upper 
respiratory tract infection, with a mild 
flare-up of the rash that subsequently 
cleared. At 9 months of age, the child had 

. no evidence of skin lesions. Her weight was 
in the "70th percentile, she had normal 
feces, good general development, and 
blonde hair with no evidence of alopecia. 

Case 2.— A 6-month-old boy was referred 
because of a failure to thrive and the 
presence of a cutaneous eruption. Labor 
and delivery had been normal, but the 
infant had had a brief episode of hypo- 
thermia in the neonatal period that was 
treated with hot-water bottles for one day. 

The patient did well until the fourth 
month, when a rash appeared on the cheeks 
and perineum and then spread to the trunk 
and extremities. At 5 months of age, he 
had an episode of vomiting and was 
admitted to a hospital. Diarrhea was noted 
and persisted despite attempts at dietary 
control and treatment with a mixture of 
atropine sulfate and diphenoxylate hy- 
drochloride (Lomotil). Cutaneous lesions, 
wet and weepy, were topically treated with 

hydrocortisone coaltar (Cor-tar-quin), diio- 
dohydroxyquin, and tetracycline (Achro- 
mycin). The lesions became dry and scaly. 

A 4.5 kg weight loss occurred despite the 
development of edema, and the patient was 
transferred to Babies and Children’s Hos- 
pital in Cleveland. There was no family 
history of a similar disease. 

On physical examination, the infant was 
highly irritable, withdrawn, and moderate- 
ly pale. Weight, length, and head circum- 
ference were less than the third percentile. 
The liver was palpable 4 em below the right 
costal margin in the midclavicular line. A 
7 dry, sealing, papular rash was present on 
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the trunk, arms, legs, and dorsa of the feet; 
the fingers were free of lesions. Erythema 
of the cheeks and the buttocks also was 
present. There were small areas of alope- 
cia, and the hair was light red. Severe 
pitting edema was noted primarily on the 
legs and feet and also on the upper extrem- 
ities. The results of the remainder of the 
physieal examination were within normal 
limits. 

An initial urine specimen showed a trace 
of albumin and 3+ glycosuria, but subse- 
quent urine specimens were normal. Urine 
amino acid values showed generalized 
increases that were consistent with the age 
of the child. Reducing substances were 
present in the urine for the first 13 days in 
the hospital. Admission complete blood cell 
count disclosed the following values: hema- 
tocrit, 26%; WBC count, 20,000/cu mm, 
with 54% polymorphonuclear leukocytes, 
44% lymphocytes, and 1% monocytes; and a 
platelet count in the normal range. Subse- 
quently, the hematocrit value rose to 38%, 
and the WBC count decreased to the 6,000 
to 18,000/cu mm range. Values for blood 
urea nitrogen, blood glucose, serum crea- 
tinine, serum bilirubin, uric acid, and 
serum electrolytes were within normal 
limits. The total serum protein level 
initially was 2.6 gm/100 ml, with a serum 
albumin value of 1.37 gm/ml and y-globulin 
value of 1.21 gm/100 mi. After treatment, 
the total serum protein value increased to 
41 gm/100 ml, with 2.4 gm/100 ml of 
albumin and 0.42 gm/100 ml of y-globulin. 
Initially, the serum calcium value was 6.7 
mg/100 ml and the serum phosphorus value 
was 2.1 mg/100 ml; these values gradually 
increased to 8.7 and 3.2 mg/100 ml, respec- 
tively. The serum alkaline phosphatase 
value initially was 15.6 Bodanski units and 
increased to 24 Bodanski units. The SGOT 
was 180 Henry units initially and gradually 
decreased to 36 Henry units at the time of 
discharge from the hospital. Stool cultures 
were negative for bacterial pathogens and 
ova and parasites. Stools contained large 
amounts of fat but normal amounts of 
trypsin and chymotrypsin. Urine cultures 
showed multiple organisms in 10* and 10* 
colony per cubie centimeter amounts, but 
urine eultures became normal subsequently 
with clearing of the perineal rash. Results 
of iron studies were normal. Reticulocyte 
eounts increased from 2.4% to 12.8% 
without specific treatment. Skin cultures 
grew S albus and B-hemolytic streptococci 
and micrococci. No fungi were grown on 
skin cultures, and potassium hydroxide 
preparations were negative. A xylose 
absorption test showed an excretion of 
8.6% (normal range for age is 15% to 20%). 
Chest roentgenograms were normal. An 
intravenous pyelogram disclosed prompt 
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excretion of contrast material and normal - 
kidneys, ureters, and bladder. Roentgeno- 
grams of the upper gastrointestinal tract 
were normal. Follow-up films provided 
sufficient views of the large bowel for us to 
be fairly certain that no malrotation was 
present. gus 
No specific local treatment for the rash 
was prescribed. On admission to the hospi- 
tal the patient was given a soy-based 
formula (Isomil), but this was changed to a 
small-ehain fatty acid formula (Proges- 
temil) after two days. He seemed to 
improve on this formula, but one day later, 
after several laboratory tests that included | ^ 
analysis of the skin biopsy specimens and . 
serum free fatty acids, a course of diiodo- © 
hydroxyquin was started (100 mg for 
times à day) An albumin infusion 
given during the first week of hospital 
tion. Initially, because of poor sucking, th 
patient was given alternate feedings by 
nasogastric tube; however, his appetite 
improved rapidly, and such feedings were 
discontinued. The patient's condition im- 
proved during the first few hospital days, 
and the skin rash gradually disappeared. 
At the time of discharge from the hospital 
on the 38th day, the only skin problem was 
mild sealing of the scalp. The edema was 
treated with elevation of the legs and leg 
wraps early during hospitalization, but, 
with the increase in serum protein, the 
edema disappeared. Weight decreased at 
first, probably refleeting loss of edema 
fluid, and then gradually increased. At 
first, attempts to change from the special 
formula were unsuecessful because of 
weight loss, vomiting, and diarrhea. Final- 
ly, these symptoms subsided and normal 
feeding was achieved with a commercially 
prepared formula. He has now gained 
weight, is free of dermatitis and hepato- 
megaly, and is developing normally. 


RESULTS OF SPECIAL STUDIES 
Serum Studies 


Free fatty acid concentrations were — 
determined from venous blood after -. 
four to eight hours of fasting. Before |. 
and after treatment of each patient, 
sera were analyzed for levels of 
cholesterol, phospholipids,  triglye- 
erides, total fatty acids, and fatty 
acids by type. This was done according 
to the method of Butkus and Berret- . 
toni.'' It should be emphasized that 
the acrodermatitis enteropathica was 
clinically less severe in patient 1, but 
skin lesions were more pronounced 
than those in patient 2. Both patients 
were on diets that contained similar.. 
amounts of linoleic acid both before: 














- Table 1.— Control Serum Lipid Determinations Before and After Diiodohydroxyquin 


Control Patient? 





Patient 1 Patient 2 


m M 
Before After Before After MM MÀ MÀ MM MÀ 
Treat- Treat- Treat- Treat- New- Human Evaporated Human Evaporated Human Evaporated Human Evaporated 





6 wk 3 mo 6 mo 11 to 14 mo 















Serum 
Lipids" ment ment ment ment Born Milk Milk Milk Milk Milk Milk Milk Milk 
Total ! 
cholesterol 123.0 122.0 97.5 201.0 81.5 158.5 155.5 145.0 155.2 163.0 145.5 147.0 134.0 
Free 45.55 43.0 580 260 269 508 45.6 38.0 44.7 60.0 444 ^ - ... 
Ester 755 79.0 à 395 1750 545 107.4 112.2 105.0 110.4 103.0 88.4 
Phospholipids 152.0 159.0 180.0 1740 870 97.6 94.3 61.0 95.3 134.0 107.8. 
 Triglycerides 85.0 1440 126.0 940 | 
Total lipids 413.0 480.0 431.0 469.0 
Total fatty | | | 
acids 213.0 250.0 224.0 2440 206.0 290.0 218.0 275.0 | 2510 284.0 310.0 296.0 


326.0 









* All measurements are milligrams of lipid per 100 ml of serum. 
"T ! Control values are from Hansen et al.15 


Table 2.—Serum Fatty Acid Levels as Percentage of Total Fatty Acids in 
Patients 1 and 2 and in Controls 








Patient 1 Patient 2 Controls From Woodruff et als 
aaam ~ 
Controls From Hansen et all5 Before After After (Human Milk) (Evaporated Milk) 
——————, Treatment Treatment Treatment 8% Linoleic 2% Linoleic 
| 7.3% Linoleic 1.3% Linoleic (Formula) (Formula) Before — (Formula) ,——— — ————^——————— 

Fatty RA, pert nonae 17% 9% Treatment 17% New- 11 to 11 to 

Acid 3mo 6 mo 9mo 3mo 6mo 9 mo Linoleic Linoleic 6 mo* Linoleic born 6 wk 3 mo 14 mo 8 wk 3 mo 14 mo 
Palmitic | 

(16:0) 16.9 18.0 22.5 15.8 26.2 22.4 22.1 249 25.0 24.5 246 
Stearic 

(18:0) 8.5 9.7 7.9 7A 67 79 47 73 59 46 8.1 
Oleic 

(18:1) 14.3 23.6 35.7 17Y 22.8 31.9 33.5 27.7 33.8 424 267 
Linoleic 

(18:2) 35.4 37.6 36.9 129 157 17.7 44.4 34.1 13.6 45.7 8.8 18.7 21.8 23.8 14.2 1131 21.4 
Linoleic | | 

(18:3) 0.6 0.8 0.5 0.9 trace trace 02 13 11 03 
Arachidic 

(20:0) 0.9 0.2 04 — 0.5 "IP 

(20:4) 0.5 0.1 02 0.3 0.5 trace trace 0.2 trace 02 02 
Arachidonic | 

(20:4) 10.8 10.5 116 80 86 291 6.2 5.8 4.7 7.4 12.6 90 6.7 6.1 44 42 7.4 
Othert 7.7 7.7 14.5 5.4 u made o 


* 12% Linoleic acid formula switched to 2.3% linoleic acid 24 hours prior to sample. 
T Includes 12:0, 12:0, 15:0, 16:1, 20:5, 20:6, 22:0, 22:1, and 24:0. 


and after treatment (9% to 17% of 
total ealories were linoleie acid). 

. Table 1 is a comparison of serum 
— lipid values and control values both 
before and after treatment of both 
patients.'" Total lipids and total fatty 
. acids increased moderately in each 
patient after treatment, but this may 
be caused by the age differences 
between samples. Phospholipids did 
not change meaningfully between 
pretreatment and posttreatment spe- 
cimens. Free fatty acid and esterified 
cholesterol did not change much in 
patient 1 after treatment. However, 
in patient 2, total cholesterol in- 
creased after treatment, free choles- 
terol decreased 50%, and cholesterol 
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esters increased more than 400%. 
These data seem to indicate a specific 
serum lipid response in each patient. 
Although it is diffieult to compare 
these data with those reported by 
Woodruff et al'^ for normal children, 
the main differences are as follows: 
(1) the decreased cholesterol and 
inereased phospholipid levels as com- 
pared to the control values; (2) the 
distribution and total amounts of 
serum lipids in patients 1 and 2 are 
more like those of much younger chil- 
dren; and (3) the distribution and total 
amounts of serum lipid in patients 1 
and 2 are more similar to those of 
children who have been fed evapo- 
rated milk than those who receive 


human milk. This is particularly 
important because the formulas of 
patients 1 and 2 had fat and linoleie 
acid contents that were related more 
closely to human milk than to cow's 
milk. 

Table 2 compares the distribution of 
seleeted key fatty acids with control 
values before and after treatment in 
patients 1 and 2. There was no mean- 
ingful difference of fatty acid distri- 
butions for cholesterol esters, phos- 
pholipids, triglycerides, or free fatty 
acids. Examination of the posttreat- 
ment change in fatty acid distribution 
shows that each patient responded 
differently. Patient 1 had no obvious 
changes. Although the amount of oleic 
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bound lipid droplets (L) surrounding dense nucleus (N). Absence of normal cell 
architecture is emphasized by evidence of intracellular edema and sparcity of cell 


organelles ( x 10,200). 


acid (18:1) increased and the amount 
of linoleic acid (18:2) decreased, these 
changes are probably accounted for by 
the changes in formula. The fatty acid 
distribution changed dramatically 
with treatment in patient 2. The 
linoleic acid (18:2) increased more than 
threefold from subnormal to normal 
levels. This change could not be caused 
solely by a difference in formula. As is 
expected with the increase in linoleic 
acid (18:2), the arachidonic acid level 
(20:4) also increased. 

Although each patient had complete 
remission of symptoms after treat- 
ment, patient 1, whose case was clini- 
cally milder except for more skin 
involvement, had no change in fatty 
acid distribution; whereas patient 2, 
whose case was clinically more severe, 
had a change in serum fatty acids, 
particularly linoleic acid (18:2). No 
abnormal isomers or unusual fatty 
acids were detected in any of the 
serum samples. 

In comparing the two patients with 
179 controls of Hansen et al'* and the 
98 controls (excluding 84 newborns) of 
Woodruff et al,’* it appears that 
patient 2 had low pretreatment levels 
of linoleic acid (18:2) and consequently 
arachidonic acid (20:4). These levels 
were consistent with a diet low in 
linoleic acid (18:2), but the patient was 
on a diet that contained high levels of 
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linoleic acid (18:2). This abnormality 
was not seen in patient 1. 


Tissue Studies 


Tissue studies from skin biopsy 
specimens consisted of both fatty acid 


analysis according to the method of 
Butkus and Berrettoni" and evalua- 
tion by light and electron microscopy. 
Punch biopsy specimens of skin were 
obtained under local anesthesia from 
the affected gluteal regions in both 
patients. Three samples excised from 
control patients under general anes- 
thesia during herniorrhaphy served as 
controls. After separating specimens 
for fatty acid studies, the remaining 
samples were mounted for histochem- 
ical and ultrastructural studies. Cryo- 
stat skin sections from 4y to 6u thick 
were stained with fluorescein-labeled 
antibodies to low density lipoproteins 
and y-globulin and examined by 
routine immunofluorescent microsco- 
py. The rest of the specimens were 
immediately fixed in chilled phos- 
phate buffer, 1% glutaraldehyde solu- 
tion, postfixed in buffered osmium 
tetroxide, and dehydrated in ascend- 
ing concentrations of ethanol preced- 
ing embedding in epoxy resins. Sec- 
tions lu thick were stained with 
toluidine blue and examined with a 
phase contrast microscope for orienta- 
tion of tissue blocks. Thin sections 
were then obtained and stained in 


Fig 3.—Cell in stratum basale from affected skin. Note typical oval nucleus (N) and 
prominent nucleolus (n). Partially extracted lipid vacuoles (V) are surrounded by 
cisternae of smooth and rough endoplasmic reticulum and melanosomes. Filamentus 
structures (F) are present in nucleolema as intranuclear particles, nature of which is 


unknown ( x 9,600). 
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. Fig 4.—Mild disease (patient of Robertson and Putz"); dietary absorption is reduced and 
serum levels are maintained at expense of body fat pool and decreased delivery of fat to 
-. Skin. Moderate disease (patient 1); decreased absorption, further decrease of delivery of 
fat to skin, and increased breakdown of fat pool occurs. Severe disease (patient 2 with 


levels and decrease. 


uranyl acetate and lead citrate, 
‘mounted on uncoated copper grids, 
and studied by transmission electron 
microscopy. 

The affected skin of patient 2 was 
compared to that of normal skin, as 
shown in Table 3. The most striking 
abnormality is the difference in 
linoleic acid values (18:2). The normal 


< skin had an average value of 24.2%, 


and the affected skin had a value of 
5.6%, which indicates a deficiency of 
this essential fatty acid. There were 
increased amounts of oleic acid (18:1) 


^.*. topical treatment and Cash and Berger's patient”); fat pools no longer maintain serum 


layer (Fig 2). They were characterized 
by the presence of membrane-bound 
partially osmiophilie lipid droplets and 
the absence of normal cell architec- 
ture. Numerous clusters of free ribo- 
somes surrounded small mitochondria 
and isolated cisternae of both smooth 
and rough endoplasmic reticulum. 
Slight changes were found in basal 
cells, with melanosomes and mito- 
chondria limiting partially extracted 


lipid droplets (Fig 3). 

The number of intracellular lipid 
droplets in epidermal layers was 
consistent with the clinical severity of 
skin involvement in both patients. 

COMMENT 

The data from our two patients and 
from the five studies in the literature 
on essential fatty acids in children 
with acrodermatitis 
support the concept that serum fatty 
acids are maintained at normal levels 
in relatively mild disease, and only 
change in severe disease. In mild 
disease, we propose that dietary 
absorption is reduced and serum levels 
are maintained at the expense of 
breakdown of the body fat pool and 


decrease delivery of fat to the skin, 


which produces the characteristic skin 
lesions. In severe disease, fat pools can 
no longer maintain serum levels and 
thus fatty acid abnormalities occur 
(Fig 4). 

Our first patient with relatively 
mild skin abnormalities had minimal 
fatty acid changes. Robertson and 
Putz" reported a mildly affected child 
who also demonstrated no obvious 
changes in fatty acids with treatment. 
Kayden and Cox" reported two 
patients who were in clinical remis- 
sion receiving diiodohydroxyquin and 
one patient who had been off a 
regimen of diiodohydroxyquin for ten 
days with only minimal return of skin 
lesions who had no lipid or fatty acid 
abnormalities. | 

However, children with more severe 


Table 3.—Skin Fatty Acids as a Percentage of Total Skin Fatty Acids 


enteropathica 


. and of palmitoleie acid (16:1) in the Patient 2 | 
^ affected skin. | at 6 mo Average of Three Normal Male Skin 
? Fatty (Before Treat- Controls under 1 
Skin biopsy specimens stained with | Acid ment), 96 .. Year of Age, % 3 mo, % 7 mo, % 
leman een showed hyperkera- 12:0 07 2.3 
tosis, focal parakeratosis, and spon- 14:0 $87 42 
^. giosis. An inflammatory infiltrate of 15:0 


. mononuclear cells and some polymor- T». 
.- phonuclear cells was present in the 
- dermis, and there was evidence of 
deposition of some acid mucopolysac- 
charides. Immunofluorescence studies 
for deposition of plasma lipoproteins 
and y-globulins were negative. 
Transmission electron microscopy 
of the same areas showed strikingly 
abnormal cells from the prickle cell 


16:1 
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. Old severely affected 





involvement do demonstrate fatty 


acid changes. Our second patient 
demonstrated decreased levels of oleie 
acid (18:1) and increased levels of 
linoleic acid (18:2) and arachidonic 
acid (20:4) with recovery. Neldner et 
al” have reported the occurrence of a 
22-year-old woman with life-long 
acrodermatitis enteropathica who had 
low serum cholesterol, lipids, tryglyc- 
erides, and f- and pre-f-lipoprotein 
levels. Linoleic acid and arachidonic 
acid levels were also decreased. White 
and Montalvo" and Julius et al? 
studied an ill infant with acroderma- 
titis enteropathica who had a similar 
fatty acid pattern compared to normal 
subjects and the recovery period. Cash 
and Berger" found an increase in oleic 
acid level (18:1) with improvement 
rather than a decrease in a 3-month- 
infant. They 
. found no change in linoleic acid value 
(18:2), but had an increase in the 
arachidonic acid level (20:4) with 
recovery. They suggested that the 


^ * abnormality in acrodermatitis entero- 
.— pathiea is an enzymatic defect in the 


conversion of linoleic acid to arachi- 
donie acid. They observed increased 
levels of arachidonate, clinical im- 
provement, and disappearance of ab- 
normal arachidonate isomers after 
treatment with intravenously given 
fat, human breast milk, or diiodo- 
hydroxyquin. They also observed 
changes in the 20:5 acid and oleic acid 
that suggested a deficiency of the 
ehain lengthening or dehydrogenation 
enzyme systems or both. Cash and 
Berger administered 1 gm of arachi- 
donate (20:4) orally to their patient, 


and there was no clinical improve- 
< ment, although they achieved normal 





-.serum levels of this fatty acid. They 


- obtained dramatie clinical improve- 


ment in 48 hours when they adminis- 
tered cottonseed oil consisting of 
palmitic acid and 45% linoleic acid 
intravenously. They also reported that 
two other investigators had achieved 
elinieal remission with intravenously 
given cottonseed oil. These data 
strongly suggest that linoleie acid is 
involved in the pathogenesis of the 
acrodermatitis enteropathica and not 
arachidonie acid. 

. Many other reports in the literature 


point to a defect in fat metabolism or 
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absorption or both. Bloom* reported 
that neutral fat labeled with iodine 
131 was poorly absorbed in a patient 
with acrodermatitis ene ronan, 
Steatorrhea has been reported"*" in 
many cases of acrodermatitis entero- 
pathica. Autopsy findings of erosions 
of the mucosa of sigmoid and ascend- 
ing colons and fatty degeneration of 
the liver cells have been reported.**^ 
Hansen et al" described infants in 
whom skin thickening developed with 
draining, scaling, and oozing of inter- 
triginous folds and a high incidence of 
eutaneous infection (while ingesting 
diets that contained less than 0.1% 
linoleic acid). The infants had resul- 
tant serum levels of less than 5.6% of 
linoleie acid. In a previous study, 
Hansen et al? described the effects of 
a deficient linoleic acid diet in 
animals, eg, scaliness of the skin, loss 
of hair, emaciation, impairment of 
growth and reproductive capacity, 
inereased intake of food and water, 
increased metabolic rate, and early 
death. In rats and dogs, there was 
acanthosis, hyperkeratosis, parakera- 
tosis, degeneration of the hair folli- 
cles, thickening of the stratum granu- 
losum, dermal edema, and a cellular 
infiltrate. 

Skin biopsy specimens and histo- 
chemieal staining of tissue from our 
patient showed an abnormal accumu- 
lation of cytoplasmie lipid droplets in 
epidermal cells, partieularly in those 
of the prickle cell layer, and intracel- 
lular edema. These droplets do not 
show aceumulation of extracellular 
protein-bound lipids. The droplets 
were interpreted to be the result of 
severe metabolic alteration of the 
epidermal cells, possibly preceding cell 
death. Fatty acid distribution again 
disclosed decreased levels of linoleic 
acid and increased levels of oleic and 
palmitoleic acids in affected skin. 

Linoleic and arachidonic acids are 
the only two essential fatty acids that 
can improve the dermatitis and 
growth retardation that occur as a 
result of fat-deficient diets.” Because 
of the low levels of linoleic acid in the 
skin of patient 2, the response to 
intravenously administered fat, which 
was predominantly linoleie in Cash 
and Berger's study,” and the dramatic 
rise of the serum linoleic acid with 
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treatment in our. patient, it seems. 
possible that a linoleic-acid deficiency 
may account for part of the defect. ir 
acrodermatitis enteropathica. | | 

With the changes in linoleic. acid. 
concentrations with treatment. in 
some of the reported cases, +" as well 
as in our two patients, two factors. 
may be taken into consideration: (1) 
the defect in acrodermatitis entero- 
pathica may manifest itself in a wide 
range of chemical states from mild to 
severe and (2) serum linoleie acid. 
values are a reflection of the dietary 
intake and concentrations of various. 
tissue pools such as fat, liver, and 
muscle. It may be possible to fin 
decreased tissue levels of linoleic aci 
in the presence of normal serum | . 
values, which may only become de- . 
creased in severe states after the | . 
depleted tissue ean no longer help | 
maintain a normal serum level. Thus, .. 
skin lesions could have decreased |. 
levels of linoleic acid, even though the... 
serum level is still normal, and this 
acid in serum and skin should be ... 
measured at the same time. Unfortu- 
nately, this was not done in patient l. |. 
Patient 2 had increased levels in both |. 
skin and serum, since he had severe. 
systemic disease. His clinically mild ^. 
skin changes may have been caused by 
intense topical therapy before he was 
transferred to our institution. Al- 
though topical treatment may have 
modified the clinical appearance, it 
did not modify the biochemical abnor- 
mality. 

Because the toxicity of halogenated 
hydroxyquinolines has been well dem- - 
onstrated,"^* other treatments are ==) 
appropriately being pursued. These 
include the use of low tryptophan = 
diets’ and, more recently, the use of | 
zinc. It appears that zine absorp- © 
tion, as well as serum and tissue levels, - 
are reduced in patients with acroder- ` 
matitis. Remission rapidly occurs with `- 
dietary zine supplements, which im- . 
plies that zine deficiency and altered — 
linoleic acid metabolism may he. 
related. us 












The cost of reproducing the color illustrations | 
was paid by Westwood Pharmaceuticals, Ine. > 

Antanas Butkus, PhD, performed the fatty < 
acid determinations. Robert Stern, MD, and - 
Bernard Boxerbaum, MD, referred the patients. 
Clara Sarkozy and Endre Ritley assisted with the. 
electron mieroscopical studies. 
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E Porphyria-like Cutaneous Changes Induced b 


Tetracycline Hydrochloride Photosensitization 


John H. Epstein, MD; Denny L. Tuffanelli, MD; 


Jerral S. Seibert, MD; William L. Epstein, MD 


€ Five patients manifested culaneous 
changes indistinguishable from those 
noted in some porphyric disorders, con- 
sisting of fragility, denudation, and blister 
formation of sun-exposed skin. Micro- 
scopical examination showed subepider- 
mal bulla formation and the desposition of 
PAS-positive, diastase-resistant material 
and igG in or around the upper dermal 
blood vessel walls. There was also elec- 
tron microscopical evidence of vascular 
basal lamina reduplication and the depo- 


sition of a fine fibrillar material in and 


around these vessels. However, no abnor- 
mal porphyrin formation was noted. All 


photosensitivity reactions induced 
by systemically administered 
medications have become common- 
place in the past few decades.'? 
Certain of the tetracycline series of 
antibiotics, especially demethyichlor- 
tetracycline, have been important con- 
tributors to this problem." In con- 
trast, only a few instances of photo- 
sensitivity due to the extensively used 
tetracycline hydrochloride have been 
reported. Thus, tetracycline hydro- 
ehloride appears to be a relatively 
weak photosensitizer.” ^ 
We will describe cutaneous changes 
that are indistinguishable clinically 
and microscopically from those noted 


. in porphyria cutanea tarda (PCT), 
URS variegate porphyria (VP), and heredi- 
slo tary 


coproporphyria (HC); these 


= changes are apparently due to photo- 


+. 


sensitization by tetracycline hydro- 
chloride. 


SUBJECTS AND METHODS 


The subjects were five young women, 
between the ages of 16 and 28, who were 


meae 
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tive patients had been receiving 250 mg of 
tetracycline hydrochloride twice a day for 
at least six months and had had extensive 
sun exposure prior to the onset of the 
condition. For four patients, discontinuing 
the medication led to complete remission, 
despite subsequent sun exposure; the 
fifth patient was much Improved, but her 
skin was still somewhat fragile seven 
months later. We concluded that these 
cutaneous changes resulted from a low- 
grade photosensitization by tetracycline 
hydrochloride. 
(Arch Dermatol 112:661-666, 1976) 


examined by us in 1973 and 1974 (Table 
1). 

Blistering and fragility of the sun- 
exposed skin, primarily the dorsa of the 
hands, was the chief complaint of each 
patient. The blisters occurred after mild 
trauma in all cases, In addition, patient 1 
had similar lesions on her knees and on the 
dorsa of her feet, all of which had received 
a great deal of sun exposure; patient 3 
developed a distal onycholysis and yellow 
diseoloration of her fingernails. None 
noted any evidence of acute phototoxicity 
after sun exposure: that is, no erythema 
and edema, followed by hyperpigmenta- 
tion, occurred after an acute, extensive sun 
exposures. À clinical diagnosis of PCT, VP, 
or HC had been made in each case before 
the porphyrin studies were done. 

All of the patients had received tetracy- 
cline hydrochloride therapy continuously 
for periods ranging from eight months to 
three years as a treatment for acne 
vulgaris. The dosage for each patient at the 
time of the onset of the photocutaneous 
changes was 250 mg given twice daily. 
None of the tetracycline hydrochloride had 
been administered after the stated expira- 
tion date. All of the patients had been 
receiving this dosage for at least six 
months prior to the onset of the cutaneous 
condition. Patient 1 was taking an oral 
contraceptive and chlorothiazide (Thiazide 
[Canada]; Diuril, comparable US product) 
at the time the porphyria-like lesions were 
first noted. The remaining four patients 
were taking no medications other than the 


from four weeks to five months after . 
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The patients had histories of D. : 
sun exposure for two to four months before. 
the onset of the problem. Thé exposures 
ranged from spring skiing and mountain 
sunbathing to many hours of horseback 
riding and tennis playing in areas of. high 
insolation. Although the amount of time 
per day varied, the patients were outdoor - 
enthusiasts and spent as many hours as . 
possible in the sun. None of the patients - 
had a history of contributory systemic — 
disease, and none had had any hepat e 
problems. Each patient's family kasta SA 
was noncontributory. E 

Results from the physical examination in. 
each case were normal, except for the > — 
cutaneous changes (Fig 1). These consisted |. ^. 
of facial aene and vesicles, blisters, |. 
denuded areas, scarring, and areas of ^ 
postinflammatory hypopigmentation and 5 
hyperpigmentation involving the dorsa of- 
the hands of all of the patients. In addition, 
milia formation was noted on the hands of -> 
patient 1; she also had lesions involving her. 
knees and the dorsa of her feet. In general, 
patient 1 had the most severe cutaneous . 
changes. Patient 3 had distal onycholysis 
and yellow discoloration of several finger- 
nails. 

Complete blood cell counts were normal =-~ 
and examinations for antinuclear antis =o 
bodies were negative for all five patients. . 
The following laboratory studies diselosed . . 
normal values for patients 1 and 2: serum. - 
bilirubin, serum alkaline phosphatase, se- 
rum lactie dehydrogenase, serum glutamie 
oxaloacetic transaminase, serum glutamic 
pyruvic transaminase, serum leucine ami- =" 
nopeptidase, serum cholesterol, total serum . 
protein, serum albumin, and prothrombin ^. 
time. In addition, blood chemistry studies ==- 
using an automated multiple analysis . 
system disclosed normal values in cases 1 
and 4. Unfortunately, liver function and - 
blood chemistry studies were not done for. 
the other two patients. However, they - 
demonstrated no signs or symptoms sug- = 
gestive of any systemic disease. NEL 

In cases 2 through 5, the process subsided . 


discontinuation of the tetraeycline hy- - 
drochloride therapy, despite further sun . 
exposure. However, seven months after | 
stopping the therapy, the process was still . 
active in case 1, although the skin was . 
much improved. This patient had had the 
most extensive sun exposure and the most 
severe cutaneous changes. Tn 





Patient 


| Pat Drug Therapy Prior 
E No./Sex/ to Onset of 
"Age yr - Cutaneous Changes 


(250 ma twice daily), 
contraceptive, chloro- 
thiazide | 
Tetracycline hydrochloride 








| 27F/20 


(250 mg twice daily) 








with photocutaneóus changes. 


 VF/28. Tetracycline hydrochloride Skin improved, but | 


Skin cleared within 


Course After Urinary’ ———— SIE da 
Discontinuation l Protoporphyrins, Coproporphyrins, cent 
of Tetracycline Uroporphy- Coproporphy- ug/gmofstool — ,g/gmofstool — Erythro- 
Hydrochloride rins, ug rins, ug dry weight dry weight cytes 
14.8 32 4.97 12.12 None 


process still active 


after seven months 


: . (250 mg twice daily) five weeks 
3/F/25 Tetracycline hydrochloride Skin cleared within 31.0 52 
" (250 mg twice daily) five months 
 4/F/16 Tetracycline hydrochloride Skin cleared within 21.0 23 
mt | (250 mg twice daily) five months t 
| 9 F/20 Tetracycline hydrochloride Skin cleared within 19.3 154 


one month 


SE E Quantitative urinary porphyrin values obtained using 24-hour urine specimens. Normal values for urinary uroporphyrins, 1049 to 5049; uri- 
ani nary coproporphyrins, 50u9 to 250ug. Uroporphyrin value for patient 2 is slightly increased but is considerably less than values associated 


Table 1.—Clinical and Laboratory Findings 


Porphyrin Values 











Fecal} 















6.75 12.73 None 
8.53 13.56 None 
23.70 24.40 None 







Normal vaiues for fecal protoporphyrins, 0 to 12049/gm of stool dry weight; fecal coproporphyrins, 0 to 5049/gm of stool dry weight. 


MICROSCOPICAL STUDIES 
Light Microscopy 


In eases 3, 4, and 5, biopsy speci- 


.mens of vesicles, which were fixed in 


formaldehyde solution and stained 
with hematoxylin-eosin, showed sub- 
epidermal blister formation, with fes- 
tooning of the papillary bodies and 
Tete ridges. In all five cases, PAS 
staining on frozen tissues or on tissues 
fixed in formaldehyde solution show- 
ed a distinctive deposition of PAS- 
positive, diastase-resistant material 
around or in the upper dermal blood 
vessel walls in the involved skin (Fig 
—" 2) However, no abnormal deposition 
<<- of PAS-positive material in or around 
the upper dermal blood vessel walls 
— was seen in PAS-stained biopsy 
* specimens from the dorsa of the hands 
. of five control patients with aene who 
: had been taking 250 gm of tetracy- 
~ cline hydrochloride two to four times 
- daily for periods ranging from four 
months to six years. These control 
.patients manifested no clinical evi- 
- dence of notable actinie damage or 
` porphyria-like changes and had no 
^ history of extensive sun exposure. 














Fluorescence Microscopy 


. Biopsy specimens obtained from the 
-` dorsa of the hands of all the patients 
and from the unexposed medial aspect 
of the arm of patient 1 were immedi- 
ately frozen in liquid nitrogen and 
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stored in dry ice before being pro- 
cessed. In addition, biopsy specimens 
from the dorsa of the hands were 
obtained from the five control pa- 
tients. The biopsy specimens were 
then placed in an embedding medium 
and sectioned at 4u to 6u with a cryo- 
stat. Direct immunofluorescence stud- 
ies were carried out with fluorescein- 
isothiocyanate-conjugated goat anti- 
human IgG, IgM, C3, and fibrinogen. 
Detailed accounts of the procedures 
used have been published previous- 
Ds 

The results of the direct immuno- 
fluoreseence studies are presented in 
Table 2 (Fig 3). The biopsy specimens 
from the dorsa of the hands in all five 
eases with  porphyria-like lesions 
showed deposition of IgG in the adja- 
cent to blood vessels and at the 
dermoepidermal junction. This deposi- 
tion was not as extensive as noted in 
patients with erythropoietic protopor- 
phyria (EPP) but was similar to that 
noted in patients with PCT, VP, and 
HC." The vascular fluorescence was 
homogenous and quite intense. It was 
most prominent in the papillary 
vasculature. For three of the five 
patients, IgM was present in associa- 
tion with IgG. Fibrinogen and comple- 
ment were present in the vessel walls 
in the exposed skin of one patient. The 
basement membrane fluorescence was 
usually homogenous. Neither the biop- 
sy specimen from the medial aspect of 


Table 2,—1gG Deposition 


IgG Deposition" 


Vessel 
Walls 


Dermoepidermal 
Junction 


Patient 
No. 


in- Unin- in- Unin- 
volved volved volved volved 
4+ 0 + 0 
41 Not + Not 
done done 
Not . Not 
done done 
Not Not 
done done 


Not Not 
done done 


4+ 4+ 
4+ 


4+ 





* Grading scale for iiuaresosnos due to 
deposition of IgG is as follows: 0, no fluores- 
cence; +, mild but definite fluorescence; 
4--, marked fluorescence. 


the arm of patient 1 (normal 
unexposed skin) nor the biopsy speci- 
mens from the dorsa of the hands of 
the five control patients showed any 
immunoglobulin deposition. 

Indirect immunofluorescence stud- 
ies for circulating antibodies to base- 
ment membrane and intercellular sub- 
stance were carried out with the sera 
from patient 5. Monkey esophagus 
was used as the substrate. The slides 
were stained with fluorescein-isothio- 
cyanate-conjugated goat antihuman 
IgG, IgM, and IgA. The indirect 
immunofluorescence studies showed 
no basement membrane or intercel- 
lular substance antibodies. 
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Fig 2.—Left, Subepidermal blister with 
festooning of dermal papillary bodies and 
rete ridges. Note PAS-positive, diastase- 
resistant material in or around upper 
dermal blood vessel walls (PAS-D, original 
magnification x 100). Right, Note PAS- 
positive, diastase-resistant material depo- 
sited in or around upper dermal blood 
vessel walls (PAS-D, original magnification 
x 400). 
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Fig 1.—Left, Areas of erythema, denude- 
tion, blister formation, and scarring. Right, 
Closer view, demonstrating blister forma- 
tion. 


Electron Microscopy 


Electron microscopical studies were 
done in cases 2 and 3. Biopsy 
specimens were obtained from the 
dorsa of the hands and were fixed in 
3% glutaraldehyde in Sorensen 0.05M 
phosphate buffer at 4 C overnight; 
then they were placed in cold phos- 
phate buffer at room temperature for 
two hours. Thick sections (0.54) were 
cut with glass knives and stained with 
toluidine blue for orientation. Thin 
sections (600 to 800 A) were cut, 
mounted on copper grids, and stained 
with uranyl acetate and lead citrate. 
These specimens were examined on an 
electron microscope at 80 ky. 

The ultrastructural findings in the 
two cases examined were virtually 
identical with those reported for the 
previously mentioned porphyrias.'* As 
indicated in Fig 4 and 5, there was 
extensive reduplieation of the basal 
lamina of the small upper dermal 
blood vessels, and the widened peri- 
vascular space contained a finely 
fibrillar material that extended well 
beyond the reduplicated basal laminas 
(Fig 4) and frequently seemed to trap 
small collagen fibrils and densely 
stained amorphous debris (Fig 5). 
Alterations in elastin or collagen were 
not noted in these specimens, and 
there appeared to be no unusual 
accumulations of fibroblasts or mast 
cells. 


PORPHYRIN STUDIES 


Results of porphyrin studies for all 
five patients are summarized in Table 
l. 


Urinary Porphyrins 


Quantitative urinary uroporphyrin 
and coproporphyrin studies were per- 
formed as described by Schwartz et 
al” on 24-hour urine specimens from 
each patient. Normal uroporphyrin 


Fig 3.—Left, Direct immunofluorescence 
view of deposition of IgG in or around 
upper dermal blood vessels and in base- 
ment membrane zone (original magnifica- 
tion x 125). Right, Higher magnification 
view (original magnification x 300). 
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values range from l0ug to 50ug; 
normal coproporphyrin values range 
from 50ug to 250ug. None of the 
patients had notably abnormal val- 
ues. 

























Fecal Porphyrins 


Fecal porphyrin studies were done 
as described by Schwartz et al" 
Normal eoproporphyrin values range 
from 0 to 50ug/gm of stool dry weight. 
Normal protoporphyrin values range 
from 0 to 120ug/gm of stool dry 
weight. None of the patients had 
abnormal fecal porphyrin values. 


Fig 4.—Top, Blood vessel in epidermis of 
patient with porphyria-like lesions. Note 
extensive reduplication of basal lamina 
(original magnification X 7,800). Bottom, 
Higher magnification view, showing redu- 
plicated basal lamina meshed with finely 
fibrillar metallic material (original magnifi- 
cation x 31,000). 
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Fig 5.—Top, Edge of blood vessel with 
reduplication of basal lamina merging into 
finely fibrillar material and with extension 
into perivascular space by fibrillar mate- 
rial, involving small bundles of collagen 
(original magnification x 15,000). Bottom, 
High-power view, showing fibrillar material 
with trapped collagen fibrils and clumps of 
electron-dense amorphous material (ar- 
row) (original magnification x 45,000). 


Red Blood Cell Porphyrins 


Whole venous blood was examined 
for fluorescent erythrocytes, using the 
method described by Wuepper and 
Epstein." None of the patients had 
circulating, fluorescing red blood 
cells. 


COMMENT 


Adverse photoreactions to medica- 
tions are usually phototoxic in nature, 
although occasional — photoallergic 
reactions do occur. Phototoxie reac- 
tions are generally characterized by 
erythema, with or without edema, 
appearing within a few minutes to 
several hours after an acute, extensive 
sun exposure and usually persisting 
several days, followed by hyperpig- 
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- mentation and desquamation. Fragil- 
gty of sun-exposed skin after acute 
-phototoxie episodes has been re- 
„ported. | 
, ` In contrast, the cutaneous changes 
«noted in these five cases consisted of 
fragility expressed as blistering, de- 
. nudation after mild trauma, and scar 
= formation primarily involving the 
- dorsa of the hands, although other 


^ sun-exposed sites were affected in one 
© patient. No acute phototoxie response 
.was noted in any of the patients. 


- Thus, the clinical changes were indis- 
 tinguishable from cutaneous findings 


3 -characteristic of PCT, VP, and HC. 


. Furthermore, the light microscopical, 
-"4mmunofluorescence, and electron mi- 


ae ` eroscopical patterns were identical to 


a those described in these three porphy- 


| rias.° As with the porphyrias, the 


` immunoglobulin deposition was not 


: .. considered to represent an immuno- 
— c logie phenomenon. Complement depo- 


sition was generally not present, and 


o. the fluorescence was homogenous in 


- nature, suggesting that immune com- 
plexes do not play a role in this pro- 
cess. No circulating antibodies to cuta- 
neous antigens were demonstrated in 


js the serum of the one patient so 


studied. These immunoglobulins were 
considered to represent circulating 
proteins deposited in or around the 
damaged blood vessel walls. It was not 
present in five control patients or in 
the normal nonexposed skin of patient 


Action spectrum studies concerning 

. tetracycline hydrochloride photosensi- 
 tivity are few, primarily due to the 
low incidence of such reactions. How- 
ever, the available data indieate that 
the offending rays include at least the 
long ultraviolet wavelengths (longer 
than 320 nm).^*'* Although definition 
of the action spectrum was not 
accomplished in the present study due 
to technical problems, the distribution 
of the lesions, the association with 
extensive sun exposure, and the simi- 
jb larity to cutaneous changes that occur 
In the previously mentioned porphyric 
states support the hypothesis that 
these changes represent a light- 
induced process. The primary involve- 
ment of the hands, as compared to 
other sun-exposed areas, emphasizes 
the importance of trauma in addition 
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to the phototoxie effect; this is similar 
to findings in the porphyrias. 
Identification of a photosensitizer 
in these cases rests on circumstantial 
evidence. No evidence of abnormal 
porphyrin formation was present for 
any of the patients. All had been 
taking tetracycline hydrochloride for 
at least several months prior to the 
time the cutaneous changes occurred. 
Dicontinuance of this drug was fol- 
lowed by remission within one to five 
months for four of the patients and by 
improvement, though not complete 
remission, after seven months for a 
fifth patient. This patient had the 
most severe damage. She was also 
taking an oral contraceptive and chlo- 
rothiazide. [t is possible that taking 
these drugs added to her problem. 
The mechanism of these responses 
has not been established. In the 
porphyrias noted, the cutaneous fra- 
gility appears to be due initially to a 
relatively low-grade, chronie photo- 
toxic injury to the upper dermal blood 


vessels.’ The clinical features and the 


microscopical changes observed in the 
present study suggest that a similar 
drug-induced phototoxic effect may 
be responsible for the changes noted 
in these five patients. In the present 
series, the relatively weak photosensi- 
tizer tetracycline hydrochloride ap- 
peared to be the offending medica- 
tion. Another factor in all five cases 


was extensive sun exposure, which 


may be the reason that this response 
has not been noted more frequently, 
despite the extensive use of tetracy- 
cline hydrochloride. Prolonged and 
repeated solar irradiation appears to 
be an essential concomitant. Our expe- 
rience five years ago with an identical 
clinieal problem in three patients 
receiving dapsone and considerable 
solar exposure suggests that this reac- 
tion may well be induced by other 
relatively weak photosensitizers. 
These patients also demonstrated no 
abnormal porphyrin formation, and 
the process cleared within several 
months after discontinuation of the 
medication. 

Similar porphyria-like cutaneous 
changes were reported to be induced 
by tetracycline hydrochloride (as 
noted by Willis I. Cottel, MD, in the 
Barrett Kennedy Memorial Lectures, 





New Orleans, March 1974) an d by 
nalidixic acid.” 
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Green Autofluorescence 


in Human Epidermal Cells 


Michael J. Fellner, MD 


eA cunicieisie and natural auto- 

_ fluorescence that appears brilliant green 

 Ín frozen sections of untreated skin when 

viewed under the fluorescent microscope 

is demonstrated. Study with various bar- 

rier filters and exciter filters indicates that 

the optimum absorption for visualization 

of this is 300 to 330 nm, and the optimum 

fluorescence is between 500 and 530 nm 

under the conditions used. 

5o. Clinical study of skin from 52 patients 

Including black, white, Puerto Rican, and 

Chinese indicates a relationship between 

^: .Skin color and intensity of autofluo- 

‘rescence. in addition, the cellular lo- 

. ealization of autofluorescence corre- 

sponds to sites of melanin. Cells in the 

basal layer are involved most conspic- 
uously and nuclei are spared. 

(Arch Dermatol 112:667-670, 1976) 


he present investigation was stim- 

ulated during the course of other 

work that was being carried out con- 

« cerning patients who suffer from 
e pemphigus vulgaris and related dis- 
eases, including drug eruptions. It 
‘soon became obvious that when filter 
systems were changed, an unusual 










-` -pattern of fluorescence was present in 
.. some tissues, consisting of a brilliant 
green autofluorescence of epidermal 
cells when skin sections were viewed 
after irradiation of short wavelength 
using the HBO 200 mercury vapor 
light source. The green color was 
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most intense in the basal layer of 
epidermal cells and was distributed 
throughout the cells of epidermis in a 
granular pattern, sparing the nuclei. 
In some cases, cells throughout the 
entire epidermis were involved. Fur- 
thermore, the green fluorescence ap- 
peared in untreated frozen tissue and 


was thus unrelated to fluorescein and 


antibodies. Review of previous work'* 
indicated strong fluorescence of mela- 
nocytes after treatment with formal- 
dehyde. I describe fluorescence in 
human epidermal cells without pre- 
treatment with formaldehyde. 


MATERIALS AND METHODS 
Human Skin 


Cadaver skin was taken from the ab- 
dominal area at autopsy during the normal 
course of examinations. The interval be- 
tween death and freezing of the skin with 
liquid nitrogen prior to examination by 
fluorescence varied from six to 24 hours. 
Additional skin was obtained during the 
regular care of patients who required a 
skin biopsy from the dermatology depart- 
ments of New York Medical College, in- 
cluding Metropolitan Hospital Center and 
Bird S. Coler Hospital. Skin from 52 pa- 
tients was examined, and results are listed 
in Table 1 and 2. Twenty-eight were con- 
sidered to be black, and 24 were white, of 
whom four were dark-skinned. There were 
two Chinese in the white group, and there 
were Puerto Ricans in both white and 
black groups. 


Processing of Tissue 


The tissue was wrapped in aluminum 
foil, frozen immediately in liquid nitrogen 
for three minutes, and cut in a cryostat at 
2u to 4u. The tissue was mounted in buf- 
fered glycerin and examined with a fluo- 
rescence microscope. 
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Microscopical Studies 


The high-pressure mereury vapor bulb Dad 
HBO 200 W was used. A BG 38/2.5 exciter " LOWE 
filter (thickness 2.5 mm) transmits the- 


wavelengths from 300 to 700 nm. This is a 
red-reducing or heat-suppressing filter. It 


is built into the microscope and always re- | 


mains in the light path. A BG 12/4 filter 
(thickness 4 mm) transmits 330 to 500 nm, 
with the maximum peak at 400 nm. A BG 
3/4 (thickness 4 mm) has a substantially 
greater transmission in the ultraviolet and - 
a transmission range from 270 to 480 nm. 

À no. 50 barrier filter transmits 


wavelengths above 500 nm. The. no 53... j 


transmits above 530 nm. 


High-speed ectachrome film of ASA 160 .— » 
with camera ASA set for 400 was used and » 


developed with special processing. 


RESULTS 


Table 2 summarizes the results of 
the epidermal autofluorescence in the . 
92 patients studied. There was a 
rough correlation between the inten- 


sity of the autofluorescence and the E 
degree of dark pigment seen on in- CE 
spection of the skin. The darker- =< 


skinned patients exhibited more in- 


tense autofluorescence. Absence of 
autofluorescence was noted only in. o 


white individuals and was never seen. 
in blacks. However, of the 24 patients 


ited some degree of autofluorescence, 


Twenty-seven of 28 black patients " oe 
exhibited strong green autofluores- — 


cence. Figure 1 illustrates the distribu- 
tion and intensity of the brilliant — 
green autofluorescence in the epider- - 
mal cells of a typical black male pa- 
tient. Cells in the basal layer were in- 
volved most extensively, but green 














Table 1.—Epidermal Autofluo 


52 Patients 


rescence and Dopa Staining in Skin From 





autofluorescence was seen in cells dis- 
tributed throughout the epidermis. 
The pattern was distinetly granular 
and resembled the distribution of 
brown melanin pigment. Tissue from 





Specimen Skin ) | —— ed | A 
No. Color* History Foise hits the i s PREDE that bos e 
7 S Races pemedical ane Siang Stang. secutively sectioned and stained with 
2 B Autopsy, heroin addict Strong Strong dopa was used for CO PATIRON, and 
3 5 Autopsy: heroin addict "Strong Strong the results are listed in Table 1 and il- 
4 B Autopsy, heroin addict Strong Strong lustrated in Fig 2. | 
5 B Autopsy, penicillin reaction Strong Strong The distribution of melanin fol- 
6 B Outpatient with lichen planus Strong Not done lows the distribution of the auto- 
7 B Outpatient with discoid LEF Strong Strong fluorescence quite closely. Figure 3 il- 
8 B Inpatient with systemic LE Strong Moderate lustrates the green autofluorescence 
9 B Inpatient with discoid LE Strong Not done in the basal cells of a second black pa- 
10 B Outpatient with pruritic eruption Strong Not done tient. Fluorescent material in granu- 
i UL m Strong Not gone lar form is most pronounced in the 
12 B inpatient with lodi Strong E done basal cells, but is also seen in the 
13 B Autopsy, acum pruritis Strong Nes done stratum corneum. 
14 B Autopsy, heroin addict Strong Not done "A i | | 
15 B Autopsy, spontaneous brain hemorrhage Strong Not done Figure 4 is * p hotograph taken 
16 B Autopsy, heroin addict Strong Not done from skin of a light-skinned Puerto 
17 B Autopsy, drug overdose Strong Not done Rican who we considered white. 
18 B Autopsy, alcoholic Strong Not done There is a slight amount of auto- 
19 B Inpatient with systemic lupus Strong Not done fluorescence in the basal cells. The 
20 B Patient with lichen planus Strong Not done pattern is granular and similar in 
21 B Patient with systemic lupus Strong Not done form to that in the black patients, but 
22 B ^ Patient with discoid lupus Strong Not done the intensity is reduced. Very faint 
23 B Autopsy, suicide Strong Not done fluorescence ean also be observed in 
24 B Autopsy, auto accident Strong Not done the stratum corneum. 
25 B Patient, drug eruption Strong Not done All specimens were examined un- 
26 B Autopsy, homicide shot Strong Not done der exciter filter BG3 and barrier fil- 
e aur. Ung  Notdone | ter 50. Changing from a BG3 to BG12 
28 B Autopsy, alcoholic Medium  , Not done sulted in complete disappearance of 
29 Ww Autopsy by medical examiner Faint Faint resulted i bes d s A PP i 
30 WwW Autopsy, methadone death Faint Negative the blue-green nie cran mn 
31 W AUD Faint Faint cases. Similarly, use of barrier filter 
32 -W  Autopsy | Faint Nor done 53 in place of barrier filter 50 resulted 
33 W Outpatient with scleroderma Faint Negative in loss of the autofluorescence, al- 
34 W Autopsy, heroin addict Negative Negative though in specimens from one or two 
35 w Autopsy, methadone death Negative Negative patients, a faint greenish fluores- 
36 W Autopsy | Negative Negative cence could still be deteeted with bar- 
37 W Inpatient with systemic LE Negative ^ Not done rier filter 53 when exciter filter BG3 
38 W X Autopsy, alcoholic. Medium Not done was used. i 
= i. nia sh ALIO AUCTdont bits 1 Nor dore In an effort to determine whether _ 
40 Autopsy, arteriosclerosis Faint Not done this ph enomenon was exhibited by 
i W Autopsy, heroin addict aa ner eens other tissues, several organs were ex- 
42 W Autopsy, chronic narcotism Very faint Not done f pe ae 1 
43 W Patient with pemphigus Medium Not done amined and the detailed results will 
44 W Patient with discoid lupus Medium Not done be presented at a later date. In one 
45 W . Patient with pemphigoid Negative Not done specimen from a lung of one patient, 
46 W Patient with drug eruption Medium Not done green autofluorescence Man observed, 
47 W Autopsy, methadone Faint Not done with optical characteristics similar to 
48 W Autopsy, hip fracture Faint Not done that in the skin described previously. 
49 W Patient | Very faint Not done No autofluorescence was seen in the 
50 W Autopsy, suicide Medium Not done same patient in sections from spleen, 
51 Ww Autopsy, hemorrhage Medium Not done muscle, or liver. 
52 Ww Patient, nummular eczema Medium Not done | 
* Patients 1 through 27 were considered black (B), including Negroes, from the United COMMENT 
States, Puerto Rico, South America, and Jamaica. Patient 28 was a mulatto. Patients 29 Autofluorescence is the spontane- 
through 52 were considered white (W), including white Caucasians, some dark-skinned AED MA 
whites, and patients 43, 44, 46, and 52, who were from either Puerto Rico or China. ous and natural fluorescence of tissue 
t LE, lupus erythematosus. that occurs on excitation with light of 
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Table 2.—Summary of Autofluorescence in Skin From 52 Patients 


Total No. of 
Patients 


Black 


Black mulatto 
White (dark) 


White 
White 
White 





Fig 1.—Brilliant green autofluorescence in 
epidermal cells from black man, especially 
pronounced in basal cells, (original mag- 
nification x 160). 


Fig 2.—Section of skin from patient in Fig 1 
showing positive stain in same location in- 
dicated by fluorescence (dopa stain, origi- 
nal magnification x 160). 
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Skin Color 





Intensity of 
Autofluorescence 


Strong 
Medium 
Medium 
Medium 
Faint 
Negative 





Fig 3.—Autofluorescence in skin from sec- 
ond black patient showing brilliant stain- 
ing similar to patient in Fig 1 (original 
magnification X 160). 


Fig 4.—Autofluorescence in skin from 
light-skinned Puerto Rican is considered 
faint. Localization of stain is confined 
mainly to basal cells (original magnifica- 
tion x 160). 








short wavelength without addition of 
chemical inducers like fluorescein dye 
or formaldehyde. The phenomenon of 
tissue autofluorescence has been dis- 
cussed in detail by Hamperl? Van 
Duijn, and De Lerma.’ 

Olivecrona and Rorsman? demon- 
strated fluorescence of melanocytes 
in skin of man after treatment with 
formaldehyde. The compound respon- 
sible for fluorescence was presumed 
to be dopa. Fluorescence after form- 
aldehyde treatment was also seen 
in human nevi and human malignant 
melanoma cells.'? Yellow-green auto- 
fluorescence in hamster melanoma 
was described as “weak to moder- 
ate.”* Olivecrona and  Rorsman 
claimed that there was quenching of 
fluorescence by heavy pigment. The 
formaldehyde-induced fluorescence in 
guinea pig melanocytes was de- 
scribed as different in type and inten- 
sity from that in human melanoma. 

Falck et al? indicated that normal 
skin sometimes showed strong auto- 
fluorescence, even without formalde- 
hyde treatment. This autofluores- 
cence was described in the stratum 
corneum. What they called specific 
green fluorescence induced by formal- 
dehyde was seen in the cytoplasm of 
melanocytes. 

Dunn and Barth' showed specific 
formaldehyde-induced greenish yel- 
low fluorescence in melanoma cells, 
although melanoma cells showed 
faint green fluorescence when no ex- 
posure to formaldehyde was given. 
They indicated that the fluorescence 
was associated with an excitation 
peak of 390 nm and an emission max- 
imum of 480 nm, related to the forma- 
tion of quinolines from formaldehyde 
and biogenic amines like dopamine.’ 
Dunn and Barth indicated that the 
fluorescence is most likely due to 
dopa, resulting from a condensation 
product of dopa with formaldehyde. 

The information obtained from sur- 
vey of the literature differs from the 
results now being reported because 
(1) no formaldehyde was required to 
elicit the intense green fluorescence 
in human epidermis that was seen es- 
pecially in basal cells; (2) the absorp- 
tion and emission maxima are differ- 
ent from those described by Dunn and 
Barth! for quinolones; (3) fluorescence 
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where melanin was.locálized, includ- 
ing. cells throughout. the epidermis in 
some skin as well as-stratum corne- 
um; (4). the autofluorescence in nor- 
mal skin was stronger than that pre- 
viously described; and (5) no known 
photographs similar to those pre- 
sented herein have been published. 


l ‘skin, especially from black patients, 
Shows strong absorption of light of 
. wavelengths between 300 and 330 


ter filter BG 12 indicates that absorp- 
— tion is outside the transmission range 


- of this filter, which extends from ap- - 
.. proximately 330 to 500 nm. The BG 3 | 
.. exciter filter has a transmission from 


; -about 270 to 480 nm. The BG 38 exci- 
. ter filter was used in all cases in com- 
us bination with BG 12 and BG 3 filters. 

The BG 38 filter allows an initial rise 


1. Dunn DR, Barth RF: Identification of mela- 
noma cells by formaldehyde-induced fluores- 
cence. Cancer 33:701-706, 1974. 

2. Falek B, Jacobson S, Olivecrona H, et al: 
Fluorescent dopa reaction of nevi and mela- 
nomas. Arch Dermatol 94:363-369, 1966. 

3. Olivecrona H, Rorsman H: The effect of 

cs yeentgen irradiation on the specific fluorescence 


of epidermal melanocytes. Acta Derm Venereol 
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was not confined to melanocytes, i 
but | seemed to. correspond to sites - 


The results indieate that human 


.nm. The complete block of trans- 
—mission of appropriate light by exci- — 


_ Menschlicher Gewebe. 
Anat 292:1-51, 1934. 





in transmission at about 300 nm, indi- 


eating that the peak absorption for 
the compound responsible for this 
fluorescence is probably more accu- 
rately assessed between 300 and 330 
nm. 


From the intense green fluores- — 


cence using barrier filter 50, and al- 


-most total loss of fluorescence with 


filter 53, it is clear that there is an 


l important emission peak between 500 
and 530 nm. 


Fluorescein, the chemical most 
widely used today in fluorescence mi- 


croscopy, absorbs light from 400 to 
580 nm, with. a maximum at 490 nm.* 


This i is quite different from the 300 to 


330 nm absorption range demon- 
‘strated herein. The emission max- 
imum of fluorescein is 517 nm, a 
brilliant green, in the identical range 


that has now been shown between 500 


and 530 nm, and which might easily 
lead to confusion if unrecognized. 


.From the results of the present 
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study, it becomes clear that in the 
immunofluorescence study of human 
skin, attention should be paid to dis- 
tinguish the fluorescence of the fluo- — 
rescein antibody conjugate from the 
presently described skin tissue auto- 
fluorescence. 

It is important to note the differ- 
ent intensities of autofluorescence be- 
tween black skin and white skin, and 
the distribution pattern that seems to- 
correspond to the sites where melanin 
is localized in human skin. Further 
work is required to determine the 
compound responsible for this fluo- 
rescence, and whether it is dopa or 
another compound that is involved in 
the complex series of steps in the 
biosynthesis of melanin. 
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Lupus Erythematosus-like Syndrome 





| Margaret C. Douglass, MD; Stanford I. Lamberg, MD; 
Allan L. Lorinez, MD; Robert A. Good, MD, PhD; Noorbibi K. Day, PhD 


-e Several cases of isolated C2 defi- 
clency in man have been reported in the 
medical literature. The earliest cases did 
not seem to be associated with known 
diseases or syndromes; more recently, re- 
ports of C2 deficiency associated with 
systemic lupus erythematosus; anaphy- 
lactoid purpura, recurrent infections, and 
dermatomyositis have appeared. 

We report here another case of C2 deti- 
ciency. The propositus, a 24-year-old 
woman, had a lupus erythematosus-like 
rash and a history of arthraigia, as well as 


a selective deficiency of C2. Studies of 


hemolytic C2 of the immediate members 
of her family indicate an autosomal-reces- 
sive mode of inheritance. These findings 
add to the increasing evidence that a C2 


E -deficiency predisposes some persons to 


A jerlous vascular diseases. 
a — Dermatol 112: 671-674, 1976) 


am qt has now become evident that iso- 


CL gated. deficiencies of the comple- 


ment (C) system are associated with 
| serious. iip bic diseases and re- 
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eurrent infections. Of those deficien- 
cies of the C system described to date 
(Clq,"* Clr,** Cis; Cis inhibitor, 
C2,*? C373 C3b inactivator, C4, 
C5, C6," and C7 [as noted by Wellek 
and Opferkuch** and by J. T. Boyer, 
MD, in a written communieation, 
April 1973], by far the largest num- 
ber of cases in which C deficiency is 
associated with vascular or mesenchy- 
mal diseases involves C2 deficiency. 


REPORT OF A CASE 


A 24-year-old woman was first seen 
at the University of Chicago Dermatology 
Clinic in March 1971 for a mildly pruritic, 
erythematous, sealy, noninfiltrated erup- 
tion involving the nose, cheeks, chin, upper 
parts of the arms, and chest. This eruption 
had been present for one year and was 
clinically consistent with a diagnosis of 
lupus erythematosus. In addition, the pa- 
tient had a history of transient, migratory 
arthralgias, involving the fingers, ankles, 
knees, and shoulders; these symptoms oc- 
curred in the spring, summer, and fall of 
1970. Her medical history did not show any 
other abnormalities related to her present 
illness. 

At this time, results of the following lab- 
oratory studies disclosed normal values: 
erythrocyte sedimentation rate, urinalysis, 
DNA nucleoprotein, DNA bentonite floccu- 
lation, antinuclear immunofluorescence, 
fluorescence antinuclear antibody assay, C- 
dependent immune adherence, and electro- 
phoresis for serum protein. A chest x-ray 


ith a Familial Deficiency of C2 


film was normal. The VDRL test for syphi- 

lis was negative. The complete blood cell 
count was normal, except for a mild leuko- 
penia of 4,300/cu mm. Quantitation of C. 

components was normal, except for an un- 
measurable total hemolytie C and hemolyt- 
ic C2. The IgA, IgG, and IgM levels were- 
all normal. She was treated with topically 


applied steroid preparations, which eon- .. : 


trolled but did not completely clear the 
skin lesions. 

Following a cholecystectomy in March. 
1972, her skin eruptions became worse. She 
had diarrhea, with two or three liquid 
stools a day and urgency immediately af- 
ter eating. In September 1972, she was ad- ` 
mitted to Billings Hospital, Chicago, for 
further assessment of her diarrhea and 


skin eruption. Skin biopsy specimens were - as 
interpreted as being compatible with a = 
diagnosis of lupus erythematosus. How- . 


ever, staining with  fluorescein-tagged 
anti-IgG anti-IgM, anti-IgA, and anti-C3- 
did not show immune deposits. Properdin - 
and properdin factor B were also absent. - 
There was no family history of skin or. 
connective tissue diseases. At the time of — 
this hospitalization, living members of the _ 
patient's immediate family were her - 
mother (48 years old), her father (49 years _ 
old), one brother (12 years old), and one sis- ~ 
ter (21 years old). The patient's maternal 
grandmother died in her 60s of an “infec- 
tion." The medical history and skin exami- 
nation were not abnormal for any family 
member. : 
At the time of the patient's second. ad 
mission to the hospital, her skin showed i 
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ythema and telangiectases on the cheeks, 
nose, and chin; the forehead was relatively 
clear (Fig 1). Discrete, noninfiltrated, er- 
ythematous, scaly lesions were present on 
both pinnae and inside the external ear 
canals. Similar, but more papular lesions, 
about 1 em in diameter, were present on 
the upper part of her chest, on her shoul- 
ders, and on the upper parts of her arms. 
In addition, there were many excoriations 
on the upper parts of her arms and chest. 
The remainder of the physical examination 
was unremarkable. Results of laboratory 
studies at this time were within normal 
limits, with the exception of studies of se- 
rum C. Microscopical examination of sev- 
eral skin biopsy specimens showed focal 
areas of liquefaction, degeneration of the 
basal layer, and edema of the papillary 
layer of the dermis, with a chronic, 
mononuclear-cell, perivascular infiltrate 
(Fig 2). These findings were interpreted as 
being consistent with a diagnosis of lupus 
erythematosus. As had been the case dur- 
ing the first hospitalization, no deposits of 
C or of immunoglobulins were observed in 
biopsy specimens of the skin studied by 
fluorescence microscopy. 

Proctoscopy and results of upper and 
lower gastrointestinal series were normal. 
Examination of the stools showed no ova, 
parasites, or blood. Culture of liquid ob- 
tained from a duodenal drainage showed 
the presence of Giardia lamblia orga- 
nisms. 

During hospitalization, the condition of 
her skin improved greatly with therapy 
with topically applied steroids. Since leav- 
ing the hospital, the patient has given 
birth to a normal male infant. Her skin le- 
sions became more prominent and more 
difficult to control during pregnancy and 
have remained a problem since her dis- 
charge from the hospital. 


RESULTS 


Table 1 presents the results of the 
C assays performed by hemolytic 
analysis on the sera of the patient 
and of the members of her immediate 
family. Buffers for C assays and 
methods for the determination of C 
components by functional hemolytic 
assays have been described else- 
where.* 

As shown in Table 1, the propositus 
had no detectable hemolytic C2. Her 
parents and two siblings had very low 
levels of functional C2. These obser- 
vations were correlated with low lev- 
els of total C in each instance, except 
for the patient's sister, for whom no 
total C level was obtained. Other C 
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components in the sera of the patient 
and of the other members of her im- 
mediate family were in general nor- 
mal; although some values for indi- 
vidual components were lower or 
higher than normal, no definite pat- 
tern of aberration was established in 
the sampling of sera that was avail- 
able. 


COMMENT 


The exact mechanisms by which de- 
ficiencies of C components cause vas- 
cular disease are not known, but the 
repeated association of deficiencies of 
C2 with lupus erythematosus,!'5'*.?? 
anaphylactoid purpura,’ derma- 
tomyositis;* and recurrent infec- 
tions'* clearly suggests a role for this 
component in host defense. 

In this study, we report another 
case of functional C2 deficiency asso- 
ciated with lupus erythematosus-like 
rash and arthralgia. This defect ap- 
pears to be inherited; C studies of the 
sera of the patient's parents and sib- 
lings showed considerably less than 
half (9% to 14%) of the normal values 
for functional C2 activity. 

A summary of all C2-deficient per- 
sons described by other investigators 





is included in Table 2.*'^? Most of 
these patients, especially those de- 
scribed in recent years, have had vas- 
cular or mesenchymal disease. A C2- 
deficient patient described in 1973 by 
Day et al had had, in addition to 
lupus erythematosus, recurrent infec- 
tions during childhood. This patient 
also had a malar rash, as described by 
Pickering et al; a very similar rash 
was observed in the present case. The 
patient in the Day et al study!* subse- 
quently showed the typical manifes- 
tations of systemic lupus erythema- 





Fig 1.—Facial lesions representing inter- 
mediate degree of severity. 


Fig 2.—Focal areas of liquefaction, degeneration of basal layer, and modest, chronic, 
mononuclear-cell perivascular infiltrate in skin biopsy specimen. 
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tosus; properdin factor B was also 
reduced. In the C2-deficient patient 
described by Sussman et al, proper- 
din faetor B was reduced and Myco- 
plasma-like structures were present 
in her serum, as demonstrated by 
electron microscopy. The patient in 
this study and the patient described 
by Leddy et al’? had normal levels of 
factor B and have shown no evidence 
of recurrent infections. It is possible 
that vascular and skin diseases asso- 
ciated with deficiencies of the early C 
components may involve biologie use 
of the alternate pathway. Therefore, 
we consider it important to study fac- 
tor B and other components of this al- 
ternate system, in an effort to explore 
whether or not the alternate pathway 
is, in fact, being activated exces- 
sively. These and similar investiga- 
tions are underway. 

À dramatic change in the levels of 
earlier C components associated with 
development of frank systemic lupus 
erythematosus occurred in the C2- 
defieient patient in the Day et al 


Table 1.—Serum Hemolytic Levels (CH50) of Patient and of 
Immediate Family Members: 








Serum Hemolytic Levels* : 


Complement Patient's 


Components Patient" Mother* 
Total td 361) 
C1 82N 87N 
C2 14 131i 


C3 15444 76N 
C4 77N 64N 


C5 1274 65N 
C6 1274 794 
C7 64N 60) 
C8 ND ND 
C9 18644 149 





Patient's Patients 
Father* Brother* Sister* : 


1544 361) ND. 
104N 56] 140N 
1444 OL 211 
1204 19244 96N 
107N 61N 188^ 
106N 82N 

103N 88N 

TUN 53] 

ND ND 

137 133% 


Patient's 


* Results expressed as percentage of median normal value, as described elsewhere. 
N indicates a level within the range of normal values: |, a level more than 1 but not more 
than 2 SD below normal range; |j, a level more than 2 SD below normal range; ^, a level more 
than 1 but not more than 2 SD above normal range; 14, a level more than 2 SD above. 


normal range; ND, not done. 


study.'* During the development of 
lupus erythematosus, Cl, C4, Clq, 
Cls, and properdin levels all showed a 
remarkable decrease when compared 
with the levels in serum samples 
taken before evidence of lupus 


Table 2.—C2 Deficiencies in Man 


erythematosus.” 

A similar pattern was encountered 
with one of the patients described by 
Osterland et al.*° In that case, the 
earlier C components were also quite 
low during the period in which the pa- 


TTL LL TE a TS CL OAAR EEA 


History of 
Presence of Pneumonitis Properdin 
Propositus’ LE-like" Rash or Atypical Functional Factor B 
Authors Age, yr/Sex Diagnosis or Arthraigia Pneumonia C2 Levelt Level 
Pickering et alè (1971) 12/M Membranous glomerulo- Yes Yes «1 ? 
nephritis 
Silverstein!? (1960) ? ? ? 7 ? 
Klemperer et all! (1966) 49/M No apparent disease No No 4-10 ? 
Kumate'? (1962) } One healthy, one with men- No No «1 
i Two brothers ingitis twice after skull 
Ruddy et al? (1970) f fracture 
Klemperer et ai4 (1967) Family No apparent disease No No 4 ? 
Cooper et all (1968) 7/F Synovitis No No «1 ? 
. Day et al!6 (1973) 14/M (same pa- Systemic LE,* recurrent Yes Yes «1 Reduced 
tient as in infections 
Pickering 
et all study, 
2 years later) 
Agnello et all? (1972) 55/M LE-like* syndrome Yes Yes «1 ? 
Sussman et al!8 (1973) 10/F Anaphylactoid purpura Yes No «1 Reduced 
Leddy et all? (1975) 59/M Dermatomyositis (fatal) No ? <0.01 Normal 
Osteriand et al20 (1975) 18/F LE,* alopecia, hemolytic Yes No «1 ? 
anemia 
Day et ai?! (to be published) 26/M Hodgkin disease No Yes «1 Normal 
Present patient 24/F LE-like* syndrome Yes No «1 Normal 
Alpert (1974) ? Purpura ? ? ? ? 
Leddy§ (1974) 22/F Mild membranoproliferative No No <1 ? 
glomerulonephritis 
Day!) (1974) 20/M No apparent disease No No «1 Normal 


* LE indicates lupus erythematosus. 


+ Expressed in the percentage of the normal level. 
t As noted by C. A. Alper, MD (oral communication, October 1974). 
84s noted by J. P. Leddy, MD (oral communication, November 1974). 


|| Unpublished data. 
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tient showed symptoms and signs of 


frank lupus erythematosus. The levels 
of the depressed C components, ex- 
cept for that of the absent C2, re- 
turned to normal with effective sup- 
pression of the lupus erythematosus 
with therapy with adrenal steroids. 
Thus, it seems important to follow 


. our present patient closely for further 


manifestations of lupus erythema- 
tosus or other mesenchymal disease, 


as well as for evidence of perturba- 


tions of the other C components. Such 


‘studies may contribute to elucidation 


of fundamental mechanisms under- 
lying mesenchymal diseases associ- 
ated with deficiencies of C2 and other 
C components. Our summary in Table 
2 of the studies now available on C2- 
deficient patients shows that serious 
mesenchymal diseases occur with ex- 
traordinary frequency in these pa- 


1. Müller-Eberhard HJ, Kunkel HG: Isolation 
of a thermolabile serum protein which precipi- 
tates y-globulin aggregates and participates in 
immune hemolysis. Proc Soc Exp Biol Med 
106:291-295, 1961, 

2. Gewurz H, Pickering RJ, Christian CL, et 
al: Decreased C'1q protein concentration and ag- 
glutinating activity in agammaglobulinaemia 
syndromes: An inborn error reflected in the com- 
plement system. Clin Exp Immunol 3:431-445, 
1968. 

3. O'Connell EJ, Enriquez P, Linman JW, et 
al: Absence of activity of first component of com- 
plement in man: Association with thymie 
alymphoplasia and defective inflammatory re- 
sponse. J Lab Clin Med 70:715-724, 1967. 

4. Pickering RJ, Naff GB, Stroud RM, et al: 
Deficiency of Cir in human serum: Effects on the 
structure and function of macromolecular C1, J 
Exp Med 131:803-815, 1970. 

5. Moncada B, Day NK, Good RA, et al: Lupus- 
erythematosus-like syndrome with a familial de- 
fect of complement. N Engl J Med 286:689-693, 
1972, 

6. Day NK, Geiger H, Stroud R, et al: Clr defi- 
ciency: An inborn error associated with eutane- 
ous and renal disease. J Clin Invest 51:1102-1108, 
1972. 

1. Pondman KW, Stoop JW, Cormane RH, et 
al: Abnormal C1 in a patient with systemic lupus 
erythematosus, abstraeted. J Immunol 101:811, 
1968. 

8. Pickering RJ, Michael AF Jr, Herdman RC, 
et al: The complement system in chronic glomer- 
ulonephritis: Three newly associated aberra- 
tions. J Pediatr 18:30-43, 1971. 

9. Kohler PF, Perey J, Campion WM, et al: 
Hereditary angioedema and “familial” lupus er- 
ythematosus in identical twin boys. Am J Med 
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tients. Two cases have been reported 
of C2-deficient patients showing most 
or all of the clinical and laboratory 
characteristics of lupus erythema- 
tosus.'^ One such patient died of 
dermatomyositis"; another has mani- 
festations of anaphylactoid purpura." 
Other patients have shown arthral- 
gias, synovitis," infections,5 skin 
lesions," Hodgkin disease," and 
membranous-glomerulonephritis.* Ac- 
cording to J. P. Leddy, MD (oral 
communication, November 1974), one 
of his C2-deficient patients also has 
membranoproliferative glomerulone- 
phritis. 

The paradoxical relationship be- 
tween vascular and mesenchymal dis- 
eases and C2 deficiency is most per- 
plexing. The frequent association of 
mesenchymal and vascular diseases 
with deficiencies of C2 or other com- 
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ponents of the C system (Clq, Clr,** 
Cls; Cl esterase inhibitor, ° C4,^ 
C5,“ and C7 [as noted by Wellek and 
Opferkuch?* and by J. T. Boyer, MD, 
in a written communication, April 
1973]) argues strongly for the impor- 
tance of C components in the body 
economy. These associations also 
raise important questions concerning 
the cause and nature of diseases such 
as lupus erythematosus; these ques- 
tions can be answered only following 
analyses of the sort we have put forth 
in this article. 
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Dependence of Corticosteroid 


Penetration on the Vehicle 


Machiel K. Polano, MD, Maria Ponee 


è The penetration of corticosteroids 
through epidermal membranes in vitro 
proved to be better when the corticoste- 
roid was dissolved in, or salicylic acid was 
added to, the vehicle. Hydrocortisone 17 
butyrate (HCB) penetration from an etha- 
nolic solution or a vehicle containing 
propylene glycol (PG) exceeds the pene- 
tration from an oil-in-water (O/W) cream 
or a petrolatum-polyethylene base (Plasti- 
base), both without PG. The addition of 
PG led to higher penetration from a cream 
containing 0.2% HCB as compared with 
that from one containing 0.1% HCB. When 
the atmosphere on the donor side of the 
chamber was kept dry with a molecular 
sieve, the penetration. from an O/W cream 
containing PG was enhanced, whereas 

 ;that from an O/W cream without PG was 
— "substantially diminished. 
.. .. “(Arch Dermatol 112:675-680, 1976) 





T cream or ointment depends not only 
on the biochémical effectiveness of 
the eorticosteroid derivate, but also on 
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SEE the therapeutic effect of a cortico- | 
4 steroid applied topically in a 


the degree to which the drug can reach 
the diseased layer in the skin. In skin 
diseases in which the stratum cor- 
neum is present, the drug must pene- 
trate through the barrier zone. Al- 
though the function of this zone may 
be altered by the disease, it can still 
hamper penetration. Drug applieation 
methods promoting the penetration 
rate can give better clinical results. 

The esterification of steroids, espe- 
cially on C,,, may enhance their topical 
efficiency by as much as 100%, as 
demonstrated by blanching tests.' We 
demonstrated the importance of es- 
terification.in clinical trials." Hydro- 
cortisone 17 butyrate (HCB) was sig- 
nificantly more effective (P < .01) 
than hydrocortisone 21 acetate and 
equalled triamcinolone 16-17 aceton- 
ide (TA) in the treatment of psoriasis 
with plastic occlusion. In the treat- 
ment of eezema without occlusion, 
0.1% HCB was significantly better 
than 0.1% TA (P —.01) We believe 
that the improvement of the effect of 
hydrocortisone by esterification on C,, 
is related to the conditions influencing 
the penetration rate, such as solubility 
and polarity.*^ 

Another point to be considered in 
attempts to enhance the penetration 
is the role of the vehicle in the trans- 
port of the drug to and through the 
skin. Important work has been done 
on this problem by Sarkany and 
Hadgraft, Barrett et al,’ Ostrenga et 


al; Katz and Poulsen,? and Poulsen.” 

The need for investigation of percu- 
taneus absorption in general was: 
recently stressed by Stoughton." The 
understanding and proper description 
of the movement of drugs through the 
epidermis is not only of theoretical 
importance, but also will ultimately 


lead to the improvement of topical : T. ; 
therapy. Outstanding work has ab- ; 


ready been done by Blank," Scheu-. 
plein and Blank," Feldmann and 
Maibach,'** and Stoughton.” 

For in vitro experimentation, sev- 
eral kinds of diffusion chambers are 
in use. The work with diffusion cham- 
bers is based on the assumption that 
the barrier properties in the epidermis 
of cadaver skin are the same as those 
in vivo, Arguments for the validity of 
this assumption were first given by 
Burch and Winsor.'? Recently, Franz? 
ranked the penetration rates of 12 
organic compounds in acetone applied 
to skin membranes in diffusion cham- 
bers and arrived at the same sequence 
as Feldmann and Maibach" had found 
in their in vivo experiments. This 
supports the validity of penetration 
measurements done in diffusion 
chambers. 

In some diffusion chambers used in 
experimental work, the compound 
under study is applied on the donor 
side of the epidermis in a large volume 
of a fluid.’ Under these conditions, 
the amount of the compound reaching 
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Fig 1.—Diffusion chamber used in in vitro experiments. a, Assembled chamber; b, components. 


Fig 2.—Penetration of triamcinolone acetonide from 60% ethanolic solution with and the acceptor side is negligible in 
without addition of 10% salicylic acid. comparison with the amount present 
on the donor side. Consequently, the 
X 0.1% Tritiated Triamcinolone Acetonide + 10% Salicylic Acid concentration. on the donor side 
remains essentially constant through- 
out the experiment. Moreover, the 
corneum side of the membrane is 
constantly bathed in a fluid. A second 
method is to apply a small volume of a 
solution of the compound in a volatile 
solvent, eg, acetone or ethanol, that 
150 150 er seems to evaporate. A third possibility 
is to apply the active compound in a 
" d cream or an ointment in the same way 
X as in clinical practice. We used the 

7 latter two methods. 
In some types of chambers, the 
X humidity on the donor side is con- 
O X trolled by leading air with a constant 
moisture content through this part of 
the cell (Rieger and Deem™). A some- 
what less constant humidity can be 
achieved simply by shutting off the 
x donor side from the outer air and 
Nem cashy putting the chamber, provided with 
fluid on the acceptor side, into a water 
O "a. bath kept at constant temperature. 
a. ou, After the diffusion of water through 


x e e e-—e 
Dr the membrane, a constant water pres- 
ge sure is reached over the donor side. 


L] 0.1% Tritiated Triamcinolone Acetonide 


cuc". 1096 Salicylic Acid 
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cad This report deals with the results of 
0 0 Ai À =r our experiments on the penetration of 
56 various corticosteroids in different 
vehicles studied in diffusion cham- 

Hours bers. 
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Table 1.—Influence of Salicylic Acid 
on Penetration of 1% MeNi 


Penetration (in y) per Hour 
After 2-hr Incubation of 
Epidermis Sheets in 
t ——— 
10% 
Salicylic 
Skin 60% Acid in 
Sample Water ETOH 60% ETOH 


70 86 
76 62 
96 74 
80 74 


81 81 
72 58 
65 74 
73 71 


44 43 
42 46 
52 52 
50 61 
47 50 





METHODS 


Sheets of epidermis were obtained from 
abdominal skin from cadavers by heat 
separation at a temperature of 60 C and 
were mounted in plastic diffusion cham- 
bers (Macrolon) provided with a serew 
stopped (Fig 1). After a check for leakage, 
the sample with corticosteroids was applied 
(creams or ointments with a glass rod and 
solutions with a pipette) to the corneum 
(donor side) of the epidermis. The acceptor 
side of the membrane was bathed in 0.7 ml 
physiological saline solution. The cells were 
then placed in a shaker (Dubnoff) and 
agitated at 33 C through the entire dura- 
tion of the experiment. At intervals, 
samples were taken by removing fluid at 
the acceptor side, after which the same 
amount of fresh fluid was added. Our 
methods are deseribed in detail else- 
where.” Of the ereams and ointments, 31.8 
mg/sq em, and of the liquids, 31.8 ul/sq em 
was applied. 


RESULTS 
Effect of Salicylic Acid on 
Penetration of Triamcinolone 
Acetonide 


Salicylic acid is often added to corti- 
costeroid creams and ointments to 
promote their therapeutic effect. To 
investigate the influence of salicylic 
acid on penetration in vitro, we added 
this substance to an ethanolic solution 
of triamcinolone acetonide and ap- 
plied the mixture to the epidermal 
membrane. From Fig 2, it may be 
concluded that, as has been known 
since the investigation made by Mon- 
corps? 40 years ago, salicylic acid 
penetrates the epidermis. In all cases 
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Fig 3.—Comparison of penetration of “C-labeled HCB from ethanol (dashed line) and of 
tritiated ethanol alone (solid line) through epidermis membrane. 


the penetration of TÀ was also 
greatly increased by salieylie acid. 
Salicylic acid penetrates much more 
rapidly than TA; after eight hours, the 
salicylic acid penetration was dimin- 
ished to negligible levels, neverthe- 
less, the enhanced TA penetration 
persisted. 

To evaluate the influence of sali- 
eylic acid on epidermis, experiments 
were performed with 1% methyl nico- 
tinate (MeNi), which penetrates the 
skin rapidly. Before the penetration 
of MeNi was determined, the epider- 
mis was incubated for two hours in 
one of three media (water, 60% ethyl 
alcohol, (ETOH), or 10% salicylic acid 
in 60% ETOH) and then was washed 
with distilled water. The sheets of 
epidermis exposed to salieylie acid 
became white and sodden, and their 
elasticity decreased. Nevertheless, 
there was no detectable change in the 
penetration rate of MeNi due to these 
pretreatments (Table 1). 


Penetration of Hydrocortisone 17 
Butyrate as a Function 
of the Vehicle 


In earlier experiments, we showed 
that the penetration of HCB from a 
cream reaches a steady state after two 
to three days and that this level is 
maintained for at least seven days.” 
The penetration rate of HCB from an 
ethanolic solution reaches a maximum 
during the first two days and then 
decreases. The total amount of HCB 


penetration over a ten-day period was 
higher for the ethanolic solution than 
for the eream. 

The penetration of HCB from a 
cream was not changed by pretreating 
the membrane with ethanol, which 
was allowed to evaporate. This sug- 
gests that the ethanol does not 
damage the membrane. 

Originally, we thought that after 
application of HCB in ethanol, all of . 
the ethanol would evaporate, leaving 
fine crystals of HCB on the surface of 
the skin. Using tritiated ethanol as a 
vehicle for the HCB, we observed that 
half of the ethanol penetrated the 
epidermis and that the penetration 
rate of ethanol reaches a maximum 
before the maximum penetration of 
HCB occurs (Fig 3). We assume that 
HCB and ethanol penetrate the most 
superficial layers of the barrier zone 
together and that HCB subsequently 
lags behind. 


Influence of Propylene Glycol 
on Penetration of Steroids 


Reinstein et al showed that, when 
fluoeinonide is applied dissolved in a 
cream containing propylene glycol 
(PG), its penetration is enhanced. We 
studied the influence of PG on steroid 
penetration in detail First, we com- 
pared the penetration of HCB from a 
petrolatum-polyethylene base (Plasti- 
base) eontaining PG, with the pene- 


tration from the base alone and from = 


an oil-in-water (O/W) and a water-in- 
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oil (W/O) cream. Since PG is not 


< directly miscible with this base, an 
*gmulgator (Brij 52) that is a homo- 


logue of eetomaerogol 1000 was used. 


This. emulgator increases the solu- 


bility of the HCB in the Plastibase 
from 5y to 50 y/gm. To dissolve 0.1% 
HCB ‘totally, the addition of 9% PG 
was necessary. Figure 4 shows that 
the greatest penetration of HCB 
occurs from the base in which PG is 
emulsified by means of the emulgator, 
"which alone also promotes penetra- 
tion. We excluded the possibility that 
damage to the epidermis by PG is 
responsible for the enhanced penetra- 
tion of HCB from the base containing 
PG. The penetration of MeNi was the 
same for fresh epidermis sheets and 
for epidermis sheets pretreated with 
PG. 

With the use of PG labeled with 
earbon 14, we found that PG pene- 
trates readily through the epidermis. 
The maximum penetration rates of 
PG and HCB coincide in time, in 
contrast with the pattern found for 


Fig 4.—Penetration of ‘C-labeled HCB 
from different vehicles. 


[ lOit-in-Water Cream 


[II] Plastibase 


, Plastibase 
With 9% PG 


and 5% Emulgator 


Plastibase 
With 5% Emulgator 


| Water-in-Oil Cream 


Penetration, ug/3 days 
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HCB dissolved in ethanol (Fig 5). 

Ostrenga et al> claim that the 
penetration of fluocinonide dissolved 
in PG, and incorporated into an oint- 
ment, is higher from a saturated than 
from a nonsaturated solution. We 
observed that the penetration rate of 
HCB is not slowed down by dilution of 
a saturated solution. of HCB by 
enhancing the PG content from 6% to 
18% (Table 2). We think our observa- 
tion ean be explained by the as- 
sumption that PG and HCB penetrate 
together. 

We investigated whether PG would 
enhance the penetration of HCB from 
an O/W cream containing 0.1% HCB. 
The addition of 40% PG indeed 
enhanced the penetration rate of HCB 
from an O/W cream (Table 3). Be- 
cause the water in the O/W cream 
dilutes the PG, we had to add 40% PG 
in order to dissolve 0.1% HCB. 


Table 2.—Penetration of 0.1% HCB 
Applied in a Saturated (696 PG) or 
Unsaturated (18% PG) Solution 
in Plastibase 


Penetration (in 4g) 
During 5-Day Period From 
0.196 HCB in Ointment 
Base Containing 


Skin 
Sample 6% PG 18% PG 


A 10.0 8.9 
7.1 7.8 

7.5 9.5 

10.0 8.5 

8.7 8.7 


16.0 20.3 
21.5 18.0 
18.7 19.1 


13.8 19.5 
15.7 16.8 
14.3 18.8 
14.6 18.4 
13.1 10.4 
13.6 13.0 
11.6 12.9 
12.8 12.1 








We knew from earlier experi- 
ments? that raising the concentration 
of HCB above 0.1% does not give 
inereased penetration from our O/W 
basis. This is presumably due to the 
limited solubility of HCB in the outer 
phase of the cream. After dissolving 
as much as 0.2% HCB in an O/W 
cream by the addition of 45% PG, a 
0.2% HCB cream gives higher pene- 
tration than a 0.1% cream (Table 3). 


influence of Relative Humidity 
in Donor Side on Penetration 
of HCB 


While using vehicles containing PG, 
we observed that a large amount of 
water accumulated on the donor side 
of the membranes, whereas in experi- 
ments without PG the donor side 
remained dry. Since PG is hygro- 
scopic, we tried to determine whether 
PG promotes penetration not only by 
its permeation but also by enhancing 
the hydration of the membrane. We 
compared the penetration occurring In 
the usual diffusion chambers, which 
have a rather high relative humidity 
(due to water passage from the 
acceptor side to the closed-air com- 
partments), with that in chambers in 
which a dry atmosphere is maintained 
by means of molecular sieve (3 
Angstroms) situated in the stopper. 
With a dry atmosphere, 2596 more 
HCB penetrated from PG cream, as 
compared with the penetration under 
moist atmospherie conditions (Table 
4), In creams without PG, the opposite 
effect occurred: five times more HCB 
penetrated under a moist than under a 
dry atmosphere. 

In a clinical trial with psoriasis 
patients, we compared 0.1% HCB in 
Plastibase with the emulgator and PG 
with 0.19% HCB in Plastibase without 
occlusion. To evaluate the condition of 


Table 3.—Penetration of HCB From Oil-in-Water Creams With and Without PG in 
Relation to HCB Concentration 


Penetration (in .g) During 9-Day Period* 


in Skin Samples 





* The values given in this table are the means of three estimations. 
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the skin before and after treatment, 
scores ranging from 0 to 8 were given 
for desquamation and infiltration. 
The sum of the scores after 14 days of 
treatment were compared with the 
distribution-free signed-rank test. 
For desquamation, the addition of PG 
to the Plastibase gave better results 
(P « .01); for infiltration, probability 
was between .02 and .01 (Table 5). 


COMMENT 
It is still an open cuestion whether 
the enhaneed penetration of cortico- 
steroids applied in soivents is due to a 
microcrystalline layer left on the skin 
surface after disappearance of the 
volatile solvent or to transport of the 


steroid by the solvent through a part 


of the barrier zone. 

Scheuplein and Ross” found that 
when all of the acetone on the donor 
side had disappeared due to evapora- 


. tion, more than 90% of the steroid was 


os. still present on, and could be rinsed 


I "Mean 83 


from, the donor side of the epidermis. 
They found that penetration in vitro 
was not enhanced by prolonging the 
eontact between the membrane and 
an acetone solution for as much as two 
hours by constantly adding acetone. 
These authors concluded that en- 
hancement of the penetration of corti- 
costeroids in acetone after application 
is caused chiefly by the precipitation 


Table 4.— Influence of Humidity on 
HCB Penetration From an Oil-in- 
Water Cream 


HCB Penetration (in 4,9) During 
7-Day Period From 0.1% 
Cream Containing 


5 f^ 409 PG 0% PG 
Skin | 
. Sam 


b iple Dry* “Humid” Dry* “Humid” 
jo ^ . 91 63 04 18 


8.9 
7.9 
7.4 


Mean 11.8 





—. * Dry atmosphere was maintained by using 


molecular sieves (3 A) situated in the stopper 


.on the donor side. 
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— — —— '*C-Labeled HCB in Plastibase With 5% Emulgator m 
^ C-Labeled HCB in Plastibase With 9% PG and 5% Emulgatór : 


¥ 





24 48 72 96 120 
Hours 


Fig 5.—Penetration of HCB from two different vehicles and penetration of PG from 
Plastibase with emulgator. 


Table 5.—Results of Double-Blind Trial on Therapeutic Effect of 0.1% HCB in 
Plastibase With and Without PG on Psoriasis 











After 2 Significance of 
Sum of Scores" At Start Weeks Difference 
Desquamation 
(N = 12) 
0.1% HCB in Plastibase with 5% 
emulgator and 9% PG 59 13.5 P<01 
0.1% HCB in Plastibase 57.5 31.5 : 
infiltration 
(N = 12) 
0.1% HCB in Plastibase with 5% 
emulgator and 9% PG 67 29 
0.196 HCB in Plastibase 66.5 
* Computed according to distribution-free signed-rank test ef $i 
improvement. E. S MR: 





» z POMA UNT. 
Corticosteroid Pénetratian 
A. he c 


Si^ euh R 
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of a microcrystalline layer of the drug, 
which remains present on the skin 
sürface after the disappearance of the 
solvent. 

Our results indicate that the pene- 
tration of a corticosteroid dissolved in 
a vehicle is greatly improved. This is 
illustrated by the following findings. 

1. Penetration was better from 

ethanol than from a cream. 
. 2. When more HCB was added to an 
O/W cream than could be dissolved in 
the water phase, this addition did not 
lead to greater penetration. 

3. Addition of the emulgator to 0.1% 
HCB in the Plastibase enhanced the 
solubility and improved the penetra- 
tion rate, although a considerable 
proportion of the HCB was still undis- 
solved. But when the residual HCB 
was dissolved in PG, the penetration 
showed a further increase (Fig 4). 

4. In a 0.1% HCB O/W cream, only 
70% of the HCB is dissolved in the 
water phase. Solution of the residual 
HCB in PG enhanced penetration. 

9. The penetration of HCB was the 
same whether 0.1% or 0.2% was 
applied in an O/W cream. However, 
when PG was added, more HCB was 
dissolved in the outer phase, and 
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under these conditions more HCB 
penetrated from the 0.2% than from 
the 0.1% cream (Table 4). 

Our observation that ethanol and 
PG promote the penetration of HCB 
and also themselves penetrate sup- 
ports the hypothesis that the solvent 
carries at least a proportion of the 
HCB through the interface vehicle- 
epidermis membrane. It is true that 
there are differences in the way in 
which ethanol and PG enhance the 
penetration rate of HCB. In the case 
of PG, the maximum penetration 
rates of HCB and PG coincide in time, 
strongly suggesting a combined pene- 
tration. In the case of ethanol, HCB 
and ethanol might penetrate the 
uppermost layers together, after 
which HCB might lag behind. 

Propylene glycol promotes the HCB 
penetration from the 0.1% cream 
greatly. 

We observed that the O/W cream 
containing PG had a moist appearance 
during the experiment. From the 
experiments of Fritsch and Stough- 
ton, we know that hydration pro- 
motes penetration. The data in Table 
4 indicate that this increased water 
content was not responsible for the 
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Betamethasone Dipropionate Cream 


For the Treatment of Psoriasis 


A Collaborative Evaluation 
Philip Charney, MD 


è A double-blind, controlled study was 
performed in which eight investigators 
treated a total of 180 psoriasis patients 
“with either betamethasone dipropionate 
cream or fluocinolone acetonide cream 
for four weeks. Betamethasone dipro- 
pionate cream was clearly superior to the 
control preparation in the degree of 
improvement effected and rapidity of 
action. j 

(Arch Dermatol 112:681-683, 1976) 


ili an unpublished study of vasocon- 
striction, performed according to 
the method of McKenzie and Stough- 
ton, betamethasone dipropionate (9- 
| 2]-trihydroxy-16f- 
—methylpregna-l, 4-diene-3, 20-dione 
— J7, 21-dipropionate) was found to be 
- more potent than fluocinolone aceton- 





> ide, flumethasone pivalate, and a 


mixture of fluocortolone caproate and 
fluocortolone, all in aleoholie solutions. 
A program of study was subsequently 
initiated, beginning with toxicity 
studies in several animal species. 
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Unpublished reports from Schering 
Corp. indicate that no adverse skin 
changes were noted after topical 
application of 0.05% betamethasone 
dipropionate cream for pro:onged pe- 
riods. Mice treated for one month and 
rats treated for two months developed 
minimal systemic changes, principally 
thymic involution. Beagles treated 
topically with up to 2 gm/kg of 0.05% 
betamethasone dipropionate cream or 
0.025% fluecinolone acetonide cream 
developed comparable responses typi- 
cal of systemic corticosteroid action. 

Adrenal suppression tests were per- 
formed on twelve hospitalized pa- 
tients with skin diseases, mostly 
psoriasis. After nine to ten days of 
applieation of betamethasone dipro- 
pionate eream in concentrations of 
0.01% to 0.1%, no clinical evidence of 
adrenal suppression occurred, Labora- 
tory studies indicated that mild 
adrenal suppression occurred in six of 
the patients. The studies were normal 
in every case immediately after cessa- 
tion of the topieal therapy. 

Reports from abroad indicate that 
topical application of the cream is 
effeetive in the management of vari- 
ous corticosteroid-responsive derma- 
toses.""" In order to further evaluate 
the clinical action of the compound, a 
multi-investigator, comparative study 


of 0.05% betamethasone dipropionate 
cream and 0.025% fluocinolone ace- 
tonide cream in the treatment of 
moderate to severe psoriasis was 
undertaken. 


STUDY DESIGN 


protocol for a double-blind, controlled 
study. Betamethasone dipropionate cream 
or fluoeimolone acetonide cream was as- 
signed randomly to each patient, according 
to a predetermined code. The medication 
was applied twice daily, without occlusion, 
for four weeks. No other medication that 
might affect the course of the disease was 
permitted. Patients were evaluated week- 
ly. 

At each visit, evaluation was made of the 
degree of severity of erythema, induration, 
scaling, excoriation, and pruritus, using a 
scale of 0 to 4. The change in overall clinical 
status with respect to the initial visit was 
evaluated at each revisit. After the last 
visit, the results were also compared to 
those obtained with previous therapy, and 
the patient was asked to rate the effective- 
ness and cosmetic properties of the prepa- 
ration. 


RESULTS 


One hundred eighty case reports 
were evaluated. Forty-seven of the 
180 were excluded from the statistical 


evaluations because of protocol devia- 


tions. The patient population ranged 
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Table 1.— Evaluation of Signs and Symptoms* 





Initial Visit Revisit 1 Revisit 2 Revisit3 - Revisit 4 





(rennet cementing, n —Ó—————— a ——— —ÀÀ 
Rx Rx O Rx 
Stopped Stopped Stopped 
P om | - or 
2 2 E g . $2 2 ; è $ . È 
S 99 5 9 2u S 99 9. £%e8 » i 9297. 
det 1 A - : t — he he , bpd pun e o ha T - 
PEBES ERS ESS SSS ES EP SESS ES EP SEES ES EZ as 
| Treatment Z 0 2 z6Zozzoooziuzzooinuzooszzoóoodgtozeozzoostóor 
| Erythema | 
| 0.0596 betameth- 
' asone dipro- 
pionate 0 330249 03030 4 2 0 123216 5.1 000 8833142 4» 7 1 01233 9 2.1 8 1 O 66 
0.025% fluocino- 
: lone acetonide 0 22927 9 1 54215 4 0 1 245 8 4 6 O 1 01140 3 3 1 8 1 01236 6 1 1 10 1 67 
Induration 
0.05% betameth- 
asone dipro- 
pionate 0 15 3313 3 14 28 20 1 1 0 242513 20 0 002318132 0 7 1 0 2424 6 15 0 8 1 64 


: 0.025% fluocino- 





lo lone acetonide 0 133315 3 31834 90 0 51833 700 2 1 61430 4 0 1 8 1 516 2 50 1 10 1 64 
| Scaling | 
0.0596 betameth- 
asone dipro- 
pionate 0 429239 53918 2 1 01938 7 61 0 0 0 1534 70 1 7 1 O 2626 3 01 8 1 0 65 
I 0.02596 fluocino- 
d lone acetonide 0262727 7 0162917 5 0 1212317 4 O0 O0 1 120259 2 1 8 1 32021340 1 1 10 1 67 
4. Excoriation 
2 0.05% betameth- 
asone dipro- 
pionate 0 1513 33 23 7 1 30028 3 1 20 00022 2 31 0 51 022 3 1 10 6 10 34 
0.025% fluocino- | 
A lone acetonide 01313 32 8 911 21.0 89 $31 001 9S 7 61 2 1.4 1 79 6 20 1 51 3 
|- Pruritus 
i 0.0596 betameth- 
asone dipro- 
pionate O 16 22 03 7 28 16 3 10 0 33 12 2 01 0 0 0 2910 11 06 1 0 32 602 00 7 1 O 48 
0.025% fluocino- 
lone acetonide 0 1515 7 3 7 15 11 6 1 O 111110 6 1 0 C 1 1010 93 2 1 4 1 1010 8 40 1 6 1 40 
* Only patients with the sign at the initial visit are tabulated. 
Table 2.— Evaluation of Clinical Status 
Revisit 1 Revisit 2 Revisit 3  Revisit 4 
Rx Rx Rx Rx 
improve- Stop- improve- Stop- improve- Stop- improve- Stop- 
ment ped ment ped ment ped ment ped 
QN PE 6m PIPER E 9 LP Eae russes $—— 
© P985 $ o 985 g o PF $ » 985 9$ 
v --— c a = , t £ o = n ot [d re = o -— an = 
a ee ee ee ee ee P?Y..2575)h. 
us X 8 £ Oo S&B GS $°8S 92209 SEs ROSS HE st %° 98o g 
| $ & 9908 Ses ? s 9? o9 ESSE 9 59 9 o9 Ess 9 59272. Ss 95 
Treatment oO Zz zx vo ZwWk Or O2 zEwzuiuox- O BBHZwWkr Gr O BSB Ss oz u wx osx 





tee eS Fe Oe OS SECM RG Ogsoru:ssi ORFS EH Eo 
zE 0.05% betameth- 





asone dipro- 3 
d pionate O 26 2213 3 2 0 0 66 7 2419 13 2 10 0 66 9 25 1612 12 1 0 66 1828 12 4 12 1 O 66 
.] 0.02596 fluocinolone Dee Sites Lt toe ee hn 
da acetonide 0 31026208 0 0 67 1 2 9251910 0 1 67 1 61017213 8 1 67 1 7 1419 12 3 10 1 67 





.. from 4 to 71 years of age and was 
— fairly evenly divided between the 


sexes. The nonparametric, Wilcoxon 
two sample test was employed for 
statistical analyses. 

The tabulated evaluations of signs 
and symptoms are presented in Table 
l. At each revisit, the five signs and 
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symptoms evaluated were siznificant- 
ly less severe in patients treated with 
betamethasone dipropionate cream 
than in those treated with fluocino- 
lone acetonide cream (P < .001). 

At the first revisit, six of the 33 
patients using betamethasone dipro- 
pionate who initially had marked to 


severe erythema remained in this 
category (Table 1). Nineteen of the 36 
patients treated with fluocinolone 
acetonide had marked to severe ery- 
thema. 

With regard to scaling, three of the 
32 patients who were initially in the 
marked to severe classification still 
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showed evidence of this condition 
after one week of treatment with 
betamethasone dipropionate, while 22 
of the 34 patients treated with fluoci- 
nolone acetonide had not improved. At 
the final visit, only one patient using 
betamethasone dipropionate had 
marked to severe scaling, compared 
with 11 using fluocinolone acetonide 
(P = .04). Similar results were noted 
in all other evaluative categories 
(Table 1). 

The investigators' evaluation of the 
change in elinieal status at each revisit 
showed greater improvement in pa- 
tients treated with betamethasone 
dipropionate cream than in the fluoci- 
nolone acetonide group (P < .001)(Ta- 
ble 2). 

After one week of treatment, 48 of 
66 patients showed marked to moder- 
ate improvement with betamethasone 
dipropionate cream, compared to 13 of 
67 with fluocinolone acetonide. 

At the final visit, out of 66 psoriatic 
patients using betamethasone dipro- 
pionate cream, 18 had clearing of their 
condition, 40 demonstrated marked to 
moderate improvement, and 4 showed 
slight improvement. The four remain- 
ing patients included two who devel- 
oped exacerbations, one who exhibited 
no change in clinical status, and one 
who withdrew from treatment be- 
cause of an unsatisfactory result ("Rx 
stopped—failed”). One of the 67 
patients being treated with fluocino- 
lone acetonide eream showed clearing, 
21 showed marked to moderate im- 
provement, and 19 had slight improve- 
ment. Among the remaining patients, 
12 demonstrated no change, three 

developed exacerbations, and ten 
< withdrew because of unsatisfactory 
results. 


ae E, Data indicate that at least two 


thirds of the patients treated with 
0.05% betamethasone dipropionate 
cream had moderate improvement, 
marked improvement, or complete 
clearing of lesions by the end of the 
study. Moreover, statistically signifi- 
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cant differences were detected for all 
parameters evaluated, all of which 
indicate that betamethasone dipro- 
pionate cream had more effect than 
fluocinolone acetonide cream. More 
than 93% of the patients treated with 
betamethasone dipropionate mani- 
fested some clinical improvement, 
compared to 61% in the other group. 

Fifty-nine of 66 patients (89%) 
rated betamethasone as excellent (34 
patients) or good (25 patients), com- 
pared to 20 of 67 (80%, 6 excellent 
results and 14 good results) in the 
fluocinolone acetonide group. The pa- 
tients’ rating of effectiveness coin- 
cided closely with the physicians’ clin- 
ical evaluation. 

Only two side-effects were reported 
involving patients in this study who 
were treated with betamethasone 
dipropionate cream. One subject com- 
plained that the lesions worsened due 
to the medication; the other com- 
plained of “slight sensitivity on apply- 
ing the cream.” A few more com- 
plaints were registered by patients 
using the other medication, but none 
of these, similarly, resulted in any 
persistently adverse condition. 


COMMENT 


The evidently greater efficacy dem- 
onstrated by betamethasone dipro- 
pionate cream in comparison to the 
other drug is impressive, in light of 
the fact that fluocinolone acetonide 
cream has been long accepted as an 
effective agent for the treatment of 
psoriasis and other steriod-responsive 
skin disorders. 

The data were consistent with the 
reported results of studies performed 
outside the United States, where 
comparisons were made with widely 
used topical corticosteroids in well 
over a thousand patients with psoria- 
sis or other dermatoses. Some degree 
of improvement was noted in almost 
all of the patients treated with the 
test drug." 

All reports accumulated to date 
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indicate that 0.05% betamethasone 
dipropionate cream is an extremely 
active, effective preparation with a- 
low incidence of side reaction. The 
poteney and action of the drug im 
psoriasis make it an important ad- 
vance in the treatment of this 
disease. 


The investigators participating in this study. ` 


included Joel Barkoff, MD, Albuquerque, NM; - 
Paul C. Cronce, MD, Atlanta; Marjorie’ E. 
Harwood, MD, Palm Desert, Calif; Peter Lom- 
bardo, MD, New York; Charles McDonald, MD, © 
Providence, RI; Edgar B. Smith, MD, Albuquer- : 
que, NM; Neil Superfon, DO, Phoenix, Ariz; and. - 
George Thorne, MD, Denver. The study was- 
proposed and eoordinated by the author. 


Nonproprietary Name 
and Trademark of Drug 


Betamethasone dipropionate—Diprosone. 
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THE INACTIVE 
SLAG IS OUT. 


THE FORMULA 


To retain the active tar components and eliminate 
the useless, cosmetically unpleasanttar slag, crude 
coal tar is digested with peanut oil at high tempera- 
ture. After several hours, the fine, colloidally sus- 
pendedcarbon particles agglomerate and are filter- 
edout.Theresultant active,slag-free solution is 
blended with Juniper tar, pine tar and LCD to pro- 
duce the unique Polytar* formula. 


In Polytar Shampoo, 1% Polytar provides tar activity 
in a surfactant shampoo base with added hair con- 
ditioners and pH adjusted to 5.5. 


THE THERAPY 


Routine shampooing with Polytar is basic therapy 
for dandruff, seborrhea, pruritus and pityriasis 
capitis; and adjunctive therapy in psoriasis and 
acne. 


The rich, white, aromatic soapless lather leaves 
hair clean, lustrous and manageable. 


_ 
— — 


THE ACTIVE TAR 
REMAINS. 


THE RESULTS 


In a clinical trial it was found that, "The product 
Polytar Liquid (Polytar Shampoo) has proved to be 
effective in 9195 of the treated patients. The results 
for the pityriasis capitis were very good (94.8%) 
and good (5.296)."! 


"Polytar Liquid (Polytar Shampoo) was equally ef- 
fective in the management of psoriasis of the 
scalp.’ 


“Il find Polytar Liquid (Polytar Shampoo) satisfactory 
in the management of psoriasis of the scalp; in par- 
ticular it appears to be beneficial for reducing 
scaling ..."? 


Professional samples are available so your patients 
may try Polytar Shampoo. You and your patients will 
like the results. 
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2. Cunliffe, W. J., British J. of Clin. Pract. (1974) Vol. 28 
No. 9. 


3. Cunliffe, W. J., Consultant Dermatologist, Leeds Royal 
Infirmary (1974) Personal communication. 
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reatment of Acrodermatitis 
Enteropathica With Zinc Sulfate 


* e 


Anthony G. Campo, Jr, MD, Charles J. MeDonald, MD 


. ` © Control of a case of acrodermatitis 
rd enteropathica was achieved initially after 
. - three months of treatment with diiodohy- 
Se -droxyquin (Diodoquin). Reexacerbation of 
. aerodermatitis enteropathica was noted 

Heg ionths after diiodohydroxyquin was 
cor tinued. ‘Treatment with zinc sulfate 
... Was substituted and resulted in dramatic 
- . and complete oon of disease within 
E 48 hours. 

(Arch Dermatol 112: 687-689, 1976) 










n A ue there were scattered re- 
LX. ports of acrodermatitis entero- 
pathica-like eruptions prior to 1942, it 
was Danbolt and Closs? who first 
deseribed a syndrome of dermatitis, 
alopecia, and chronic diarrhea in 
infants. The onset frequently followed 
weaning; Danbolt and Closs gave the 
condition the name acrodermatitis 
enteropathica. Acrodermatitis entero- 
y athica i is a lethal," inherited (autoso- 
'ecessive)'^ dermatitis that is 
erized by vesicobullous, psoria- 
or pustular crusted eruptions 
-erythematous base. Typical 
occur periorificially and distal- 
e extremities. The paronychial 
re often involved, resulting in 
dystrophy of the nails. Female sub- 
jects. predominate; the average age of 
onset is 9 months.’ Chronic diarrhea 
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usually follows the onset of the skin 
eruption and is present in 90% of the 
cases.’ Stomatitis, blepharitis, and 
proctitis (believed to be secondary to 
gastrointestinal candidiasis) are asso- 
ciated findings in nearly al! patients 
with uncontrolled acrodermatitis en- 
teropathica. 

Failure to thrive," low serum zinc 
levels, B-lipoproteinemia,"' low levels 
of low density lipoproteins,’ agamma- 
globulinemia,? and fibrocystie dis- 
ease'* have been reported also in asso- 
ciation with acrodermatitis entero- 
pathica. A variant of acrodermatitis 
enteropathica with lactose and fruc- 
tose intolerance" and another with 
decreased succinic dehydroginase and 
leucine aminopeptidase levels in the 
intestinal mucosa? have been 
deseribed. Immunoglobulin-A  defi- 
ejency,5 IgM-IgA deficiency," and 
IgG-IgA* deficiency have been re- 
ported in association with acroderma- 
titis enteropathiea. Abnormalities in 
fat metabolism have been described 
also.’ 

In skin biopsy specimens, intraepi- 
dermal bullae, acantholytic cells, and 
hyperkeratotic and parakeratotie 
changes may be noted." Biopsy spec- 
imens from the large and small intes- 
tines show atrophy of the mucosa, 
with flattening of the plicae circulares 
and well-defined changes in the struc- 
ture of the villi.'»** 

Diiodohydroxyquin (Diodoquin) is 
currently the aecepted drug of choice 
for effective control of acroderma- 
titis enteropathica. Moynahan and 
Barnes'^ and Michaelsson?" previously 
have suggested zinc sulfate for acro- 
dermatitis enteropathica. We report a 
case of acrodermatitis enteropathica 
that was successfully treated with zinc 
sulfate, which, to our knowledge, is 
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the first such ease to be reported | 
the US literature. 


REPORT OF A CASE 


A female infant, who had been bre: 
fed since birth, was brought to her pe 
trician at age 3! months with a “dia 
rash." The rash was described as a ves 
lopustular crusted eruption on an eryt 
matous base in the peri-labia majo 

region. A diagnosis of bullous impetigum Wi 
made. S 
At 4 months of age, the groin rash s Was 
worsening, a psoriasiform plaque was = = 
noted on the patient's right cheek, and. 
clinical evidence of oral candidiasis was ^. - 
noted also. Iodochlorhydroxyquin (Vio- ^. 
form) and nystatin were prescribed by her ^. 
pediatrician to treat the candidiasis. At 4*5 
months of age, the erythematous facial | 
plaque “spread” across the patient’s mouth i 
to involve the left cheek, and a "red blister" 
was now noted on one knee. At 5 months, 
blistering was noted on her cheeks and _ 
both knees, At 5!é months, a blistering | 
eruption of the paronychia of the hands, | 
the dorsal surfaces of the hands, feet, and 
wrists, and the entire buttocks was noted 
(Fig 1). SUA 

It was at this point that the patient was ^. 
referred to the dermatology service, and; 
diagnoses of acrodermatitis enteropathica 
and epidermolysis bullosum were enter- | 
tained. A punch biopsy specimen of a 
bullous lesion, skin scrapings for potassium - 
hydroxide and fungal culture, and blood for 
complete blood cell count, serum immuno- 
globulin electrophoresis, and serum glucose - 
determination were obtained. All results - 
were reported subsequently as within | 
normal limits, except the skin biopsy 
specimen, which showed intraepidermal 
bullae "consistent with epidermolysis bul- 
losa." Diarrhea and very loose stools were — 
noted at this point, and acrodermatitis 
enteropathica was considered to be the- 
most likely diagnosis. 

Treatment with diiodohydroxyquin, 200) 
mg twice daily, was begun, and in one week 
(six months of age), “slight” improveme 































given orally once a day, and entirely 

discontinued after an additional three 
months of therapy. 

The patient did well during the next two 

months, and then gradually experieneed a 

. . reexacerbation of her disease, with irrita- 

— bility, anorexia, diarrhea, oral candidiasis, 

and skin eruptions that involved the nasal 

orifices, nasolabial fold, and perianal area 

that were similar to the lesions seen when 

the disease was uncontrolled. Since de- 

ereased serum zinc levels had been 

reported by Moynahan,” and since Moyna- 

han also was reported to have had good 

success with zinc sulfate in the treatment 

of acrodermatitis (A. K. Arndt, written 

communication, 1973), a therapeutic trial 

of zine sulfate at 50 mg twice a day was 

| begun. After a single dosage, the patient's 

disposition improved dramatically in 12 

hours; early healing of the cutaneous 

2 lesions | and restoration of normal bowel 

= habits were noted in 24 hours. Skin lesions 

a and the oral candidiasis were almost 

ue cleared. completely within 48 to 72 hours of 

mee beginning the zine sulfate therapy. A 

. single serum zinc level determination prior 

=.. -tothe administration of zinc sulfate was 22 

~-mg/100 ml (normal, 80 to 165 mg/100 ml); 

- “after therapy and resolution of all clinical 

lesions, the level was 100 mg/100 ml. The 

-patient has remained entirely clear of 

< disease over the ensuing eight months on a 

-regimen of zine sulfate alone (Fig 2). The 

- dosage of zine sulfate has been reduced to 

50 mg daily, and her above-normal growth 

rate has continued unabated. Adequacy of 

therapy is being evaluated by clinical 
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observation and periodic determinations of 
serum zinc levels, 


COMMENT 


Untreated acrodermatitis enteropa- 
thica has, in most cases, eventually led 
to early death. In most cases, long- 
term survival is associated with men- 
tal retardation and growth retarda- 
tion. 

As pointed out by Deffner and 
Perry, dessieated thyroid, vitamins, 
minerals, special fat, proteins, anti- 
sprue diets, various antibioties, arsen- 
ic, calomel, enemas, quinine, estro- 
gens, radiation, ultraviolet light, corti- 
eosteroids, and penicillamines have 
been used for treatment in the past 
with little or no success. In recent 
years, the disease has been controlled 
primarily with  diiodohydroxyquin 
therapy.?' However, optic atrophy 
leading to blindness is not an infre- 
quent occurrence in patients receiving 
diiodohydroxyquin (or other quinoline 
derivatives) at high doses over long 
and, occasionally, short periods of 
time." Although Portnoy and Mo- 
lokhia?^ suggest that diiodohydroxy- 
quin binds zine and transports it 
across the intestinal barrier, Moyna- 
han? believes | diiodohydroxyquin 
therapy corrects the intestinal oligo- 
peptidase deficieney found in acroder- 
matitis enteropathica by binding the 
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excess oligopeptide and sparing zinc . 
from chelation by this oligopeptide 
and allowing increased transintestinal 
zinc absorption. Administration of 
zinc sulfate in our patient, at levels. of 
50 mg daily and twice a day has been. 
without adverse side-effects. | 
been extremely effective in th 
trol, if not in the cure, of her acrode! 
matitis enteropathiea. According' to. 
Moynahan, "support for the zine-defi- 
ciency hypothesis comes from pe 
field of animal nutrition.” 

Our findings are in complete agree- 
ment with those of Moynahan.?**" 
Dosages of 150 to 200 mg of zine 
sulfate daily are well tolerated in 
Moynahan’ s" and Michaelsson's?* ex- 
periences. To date, no adverse. si : 
effects of zine sulfate therapy have 
been reported at this dosage. As. th i 

child grows, an increase in the mainte- 
nance level of zinc sulfate may be 
necessary, but, at the present time, 50 — 
mg daily appears sufficient to control: 
her disease. That adequate dosage © 
control can be achieved by monitoring . . 
the patient's serum zine levels and 
clinieal course is apparent. desees 

To the best of our knowledge,thisis. 
the first report of the successful treat- .. 
ment of acrodermatitis enteropathica __ 
with zinc sulfate in the US literature — 
and possibly the second formal case | 
report in the world literature. 
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a United States. 
: minimal and reinfection does not oc- 








Schistosomiasis 


Paraplegia and Ectopic Skin Lesions as Admission Symptoms 


Margaret Gray Wood, MD; Herbert Srolovitz, MD; Donald Schetman, MD 


€ A 33-year-old man, who had been a 
teacher in Africa from 1966 to 1969, was 


^;. hospitalized in December 1973 for radicu- 


lomyelitis with progressive paraplegia 
and analgesia of the lower limbs. On his 
fourth day in the hospital, a pruritic, papu- 
lar dermatitis appeared on both lower tho- 
racic paraspinal areas. Microscopical ex- 
amination of biopsy specimens of skin 
from those areas showed schistosome 
ova within many palisading granulomas in 
the dermis. The morphological features of 


he schistosome may be maintained 

and nourished in the venous cir- 
culation of its human host for 20 or 
more years. Wallerstein, in com- 
menting on the longevity of the 
worm, estimated that there are thou- 
sands of infected persons in the 
When infection is 


. eur, the infected individual may be 
. asymptomatic. Indeed, even in areas 
where schistosomiasis is endemic, 
- such as Puerto Rico, an estimated 25% 
. of the infected population is asympto- 
: matic? The absence of the specific in- 
_ termediate host snail and the limita- 
tions on the disposal of untreated 
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the skin lesions, as seen by gross and mi- 
croscopical examination, and the mor- 
phological and staining characteristics 
and the pathophysiology of the schisto- 
some organism will be discussed. The 
longevity of the adult worm in the portal 
circulation is particularly important; a 
long interval may elapse between the time 
the patient leaves the area where he be- 
came infected and the time of appearance 
of the lesions. 
(Arch Dermatol 112:690-695, 1976) 


human wastes thus far have pre- 
vented schistosomiasis from gaining 
a foothold in the continental United 
States. 

Schistosoma haematobium, S ja- 
ponicum, and S mansoni are the 
trematodes most important in human 
infections. Schistosoma haematobium 
and S mansoni have a widespread dis- 
tribution in Africa, the Near East, 
and portions of India. Sehistosoma 
mansoni is also endemic in South 
America and the Caribbean; Puerto 
Rico is the source of many of the in- 
fections in the continental United 
States. Schistosoma japonicum is 
found largely in Japan, China, the 
Philippines, and Thailand. 

In areas where schistosomiasis is 
endemic, ova present in the urine or 
feces of the infected human host 
reach the fresh water harboring the 
intermediate host snail. The ova 
hatch rapidly, discharging highly mo- 
tile larvae, the mercidiae. These mer- 
cidiae invade the intermediate host 


fected individuals, | 


snail and proliferate in its liver. After 
a period of four to six weeks, 
sporocysts are diseharged into the 
water and develop into cercariae, a 
larval form with a bifurcated tail. 
The cereariae penetrate the skin of 
the human host. Within two or three 
days, the cercariae are found in the 
lymphaties and veins of the skin; 
from there they are carried to the 
right side of the heart and thence to 
the lungs. Eventually, the organisms 
reach the liver where they mature 
into adult worms. The larger (approx- 
imately 15 mm x1 mm) male fastens 
by anterior and ventral suckers to the 
walls of the portal, mesenteric, or 
pelvic veins. After copulation, the 
longer and thinner (approximately 25 
mm x 0.2 mm) female penetrates to 
the finer vessels and deposits ova. 
Four types of skin reactions may 
oceur in patients infected by the adult 
schistosomes or their larval pre- 
cursors. Pruritus and allergic reac- 
tions (swimmer's iteh) may be ex- 
perienced when the free swimming 
cercariae penetrate the skin. Urticar- 
ial reactions may occur during dis- 
semination of the cercariae. Papular, 
uleerative, granulomatous, and fis- 
tulous lesions may develop in the gen- 
ital and perirectal skin in heavily in- 
secondary to the 
deposition of ova in dermal vessels 
contiguous to the pelvie vessels. Fi- 
nally, there are rare instances in 
which eggs and worms have been dis- 
placed from their natural habitat in 
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Fig 1.—Bilateral, paraspinal papular lesions, 3 to 4 mm, on back Fig 2.—Papular skin lesions on left side of back. 


of 33-year-old man with radiculomyelitis. 


Fig 3.—Many palisading granulomas extend throughout dermis and penetrate epidermis. 
Ovum is present in all three well-formed granulomas and can be seen easily in granu- 
loma at lower left (hematoxylin-eosin, original magnification x 60). 
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the portal, mesenteric, colonic, or uri- 
nary venous circulation and have 
lodged in unusual locations, such as 
the extragenital skin and the central 
nervous system. This is usually ac- 
complished by entrance into the Bat- 
son paravertebral venous system or 
by the formation of venous fistulas or 
shunts. 

This case is an instance of schis- 
tosomiasis with ectopic involvement 
of the skin and, we infer, the spinal 
cord. 


REPORT OF A CASE 


A 33-year-old man entered the Wilming- 
ton (Del) Medical Center in December 1973 
because of progressive paralysis and 
numbness of the lower extremities. During 
November 1973, he had an upper-respira- 
tory tract infection that lasted ten days 
and that was accompanied by extreme 
malaise. He recovered completely and was 
well until five days prior to admission, 
when he noticed paresthesia of both lower 
extremities and hesitancy in urination. 

The patient received a course of penicil- 
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lin for syphilis in 1965. He taught in Kenya 
between 1966 and 1969 and traveled exten- 
slvely in northeastern and central Africa. 
In August 1967, he swam in Lake Albert 
while in eastern Congo; he recalled having 
itehy skin shortly after leaving the water. 
Several times theréafter, he passed brown 
or red urine. Local physicians attributed 
the latter problem to tertian malaria. 

Physical examination at the Wilmington 
Medical Center showed bilateral motor 
weakness and patchy sensory loss in the 
lower extremities. Reflexes in the lower 
part of the abdomen were hyporeactive. 
The lower extremities showed normal re- 
flexes, but cremasteric reflexes were ab- 
sent. Pain, temperature, and touch sensa- 
tion were absent below the level of the 
twelfth thoracic vertebra. There was loss 
of position sense in the feet. Vibratory 
sense was lost below the knees. The cranial 
nerves were intact. Hepatosplenomegaly 
and cutaneous lesions were not present on 
admission. 

Laboratory studies at the time of the pa- 
tient’s admission to the hospital disclosed 
the following values: hemoglobin, 14.4 
gm/100 ml; hematocrit reading, 42%; white 
blood cell count, 6,200/cu mm, with 73% 
neutrophils, 23% lymphocytes, 2% eosino- 
phils, 1% monocytes, and a peripheral eo- 
sinophil count of 425/cu mm; Westergren 
erythrocyte sedimentation rate, 8 mm/hr; 
total serum protein, 6.9 gm/100 ml; serum 
albumin, 3.8 gm/100 ml; blood urea nitro- 
gen, 24 mg/100 ml; and serum phosphorus, 
4.9 mg/100 ml. Results of the following 
laboratory studies were within normal lim- 
its: serum glutamic oxaloacetic transami- 
nase, serum lactic dehydrogenase, serum 
alkaline phosphatase, serum  bilirubin, 
fasting blood glucose, serum uric acid, se- 
rum chol<sterol, and serum calcium. The 
rapid plasma reagin test for treponema- 
toses was nonreactive, but the fluorescent 
treponemal antibody (FTA) test was reac- 
tive. 

Analysis of the cerebrospinal fluid (CSF) 
disclosed the following values: protein, 101 
mg/100 ml; glucose, 54 mg/100 ml; cell 
count, 105/cu mm, with 90% lymphocytes. 
The VDRL test for syphilis was nonreac- 
tive; the FTA test was reactive. 

Electrophoresis for serum protein 
showed slight elevation of the beta frac- 
tion. Results of the following laboratory 
studies were negative: peripheral blood 
smears for malarial parasites, urine and 
stool examinations for ova and parasites, 
cold agglutinin test, Mycoplasma and 
schistosome complement fixation tests, and 
India ink preparations of the CSF. Cere- 
brospinal fluid cultures were sterile. A 
myelogram was normal. 

On the patient’s fourth day in the hospi- 
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Fig 4.—Two ova in necrotic dermal tissue. Ovum at left shows lateral spine characteristic 
of S mansoni (hematoxylin-eosin, original magnification x 170). 


Fig 5.—Histiocytes, lymphocytes, and plasma cells form palisading zone around central 
necrotic area, which contains partially degenerate ovum (hematoxylin-eosin, original 


magnification x 170). 
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tal, a pruritic dermatitis appeared on both 
lower thoracic paraspinal areas (Fig 1). 
During the following months, the groups 
of 3- to 4mm flesh-colored or erythe- 
matous papules tended to extend laterally 
from the lower thoracic paraspinal areas to 
form an arcuate configuration (Fig 2). De- 
spite therapy with 18 million units of peni- 
cillin G procaine administerec during a 
two-week period and a course of adreno- 
corticotropic hormone and systemic steroid 
therapy, the neurological symptoms pro- 
gressed to complete analgesia and para- 
plegia of the lower extremities. 

On April 15, 1974, approximately four 
months after admission, a 1.5 x 1.0 x 0.8-cm 
elliptical skin biopsy specimen from the 





right lower thoracic paraspinal area was 
submitted for microscopical examination. 
A routine hematoxylin-eosin stain showed 
many palisading, necrotizing granulomas 
extending throughout the dermis, perforat- 
ing the epidermis, and extending into the 
subcutaneous tissue (Fig 3). The granulo- 
mas consisted of a central area of necrosis 
with peripheral distribution of epithelioid 
cells, histiocytes, lymphocytes, numerous 
plasma cells, and fewer polymorphonuclear 
leukocytes. Within the necrobiotic tissue 
were several complete or partially frag- 
mented ova (Fig 4 and 5). These ova mea- 
sured about 0.5 to 1.0 mm in greatest 
dimension and were surrounded by a 
brownish, chitin-like, outer shell. A few 
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ova showed lateral or apical spinous pro- 
cesses. Internally, many of the organisms 
contained numerous black, spherical 
bodies, which were mercidiae (Fig 6). The 
impression was that o? palisading and 
necrotizing granulomas secondary to 
schistosome ova. The chitinous, outer shell 
stained positively with Alcian blue and 
PAS. In a very few instances, the shell 
stained positively with the acid-fast (Fite- 
Faraco) technique. In most instances, the 
ova were acid-fast negative. These stain- 
ing characteristics and the strongly posi- 
tive autofluorescence of the ova in un- 
stained paraffin sections, as examined by 
fluorescence microscopy, confirmed the 
diagnosis (Fig 7 and 8). The fluorescence 
microscopical examination was partic- 
ularly helpful in bringing to attention 
many more ova than were seen in the 
hematoxylin-eosin-stained sections. On 
April 22, 1974, antimony potassium tar- 
trate therapy was begun; as of this writing 
(September 1974), there has been no defi- 
nite improvement in the patient’s neuro- 
logical status. There has been no further 
progression but only some slight flattening 
of his skin lesions. 


COMMENT 


While cases of ectopic cutaneous 
schistosomiasis and spinal cord schis- 
tosomiasis have been reported sepa- 
rately, we have not found any report 
of this combination of ectopic ex- 
tragenital cutaneous schistosomiasis 
associated with bilateral  radicu- 
lomyelitis, which is probably of schis- 
tosomal origin. Findlay and Whiting,’ 
in one of their four cases of dis- 
seminated and zosteriform cutaneous 
schistosomiasis, noted an instance of 
a confusional state with hemiparesis, 
which they presumed was due to em- 
bolic spread of ova to the brain. Af- 
fection of the spinal cord is less com- 
mon than that of the brain.* Most 
eases of spinal cord schistosomiasis 
are not diagnosed by biopsy, but by 
clinical history, fecal examination, 
and response to antischistosomal 
therapy.’ To this list of diagnostic 
tools must be added the examination 
of skin lesions and a knowledge of the 
types of skin lesions associated with 
schistosomiasis. 

The first type of schistosomal skin 
lesion is that seen in cercarial derma- 
titis (swimmer's itch), which may oc- 
cur in the United States and Canada 
from contact with cercariae other 
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than those of the schistosomes that 
commonly infect humans.* The lakes 
of Wisconsin, Michigan, Manitoba, 
and the neighboring north central 
states harbor the specific inter- 
mediate host snails and birds; rodents 
and small mammals are the definitive 
hosts. Man is an unnatural host; acci- 
dental penetration by these cercariae 
does not produce systemic infection, 
but only causes a transient, itchy, 
papular eruption. The cercariae are 
apparently unable to penetrate be- 
yond the papillary dermis; histologi- 
cal examination of infested tissue 
shows intraepithelial burrows and ab- 
scesses surrounded by and filled with 
eosinophils, polymorphonuclear leuko- 
cytes, and lymphocytes. Cercariae 
themselves are not seen in serial 
sections, and the dermal reaction is 
limited to vascular dilation, lymphe- 
dema, and minimal cellular infil- 
trate." 

Urticarial dermatitis, the second 


form of schistosomal dermatitis, can 
be correlated with the migration of 
cercariae from the skin into the circu- 
lation. Although the reaction occurs 
in infections with all three of the 
schistosomes most commonly affect- 
ing humans, it is more common and 
more severe in the Far East, and it is 
usually caused by S japonicum. The 
reaction occurs four to eight weeks 
after cercarial penetration of the skin 
and is accompanied by fever, mal- 
aise, arthralgia, abdominal cramps, 
diarrhea, and Mhepatosplenomegaly 
(Katayama disease). The urticaria is 
self-limiting, since general improve- 
ment occurs as the patient develops 
immunity to the foreign material in 
his body. 

In areas where there is a high inci- 
dence of recurrent exposure to and 
chronic infection with schistosomes, 
genital and perigenital schistosomal 
granulomas of the skin with fistulous 
tracks are common. Other manifesta- 


Fig 6.—Living ova with mercidiae and clearly defined shell (hematoxylin-eosin, original 


magnification X 630). 
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tions include vegetant. and polypoid 
tumors, ulcerations, papules, nodules, 
draining sinuses, and elephantiasis. 
Squamous cell carcinoma is a possible 
consequence of schistosomal infection 
and may Involve the bladder, rectal 
tissue, and genital skin. 
Asymptomatie genital and peri- 
genital infection with schistosomes 
also occurs. Ramos? found cutaneous 
asymptomatic deposition of eggs in 
46 (75%) of 61 cadavers of Bantu pa- 
tients with schistosomiasis. Much 
smaller biopsy specimens of unaltered 
genital or perigenital skin showed 
eggs in ten (16%) of 61 living patients 
with S haematobium schistosomiasis. 
Ramos also found a 4% incidence of 
extragenital lesions in 100 cases of 
late cutaneous schistosomiasis. This 
report was from Mozambique, an area 
in which schistosomiasis is highly 
prevalent and in which the patients 
are heavily infected. We believe that 
the incidence of extragenital cutane- 
ous schistosomiasis is much less than 
Ramos' study would indicate. In 1964, 
Cahill and El Mofty’® found only six 
eases in the literature of biopsy- 
proved extragenital skin schistoso- 
miasis caused by S haematobium ova; 
they reported one additional case. 
Faust" reported several cases of ex- 


Fig 7.—Ova demonstrated by autofluorescence are identified by 
lateral spine as S mansoni organisms (original magnification 


x 400). 
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tragenital skin lesions caused by S ja- 
ponicum in soldiers who had fought 
in Asia in World War II. In 1973, Con- 
vit and Reyes" described what they 
believed to be the first case of extra- 
genital cutaneous  schistosomiasis 
caused by S mansoni eggs 

Cerebral schistosomiasis is the 
more common form of ectopic central 
nervous system involvement; over 100 
cases have been reported. The lesions 
usually are associated with S japoni- 
cum infection, possibly due to the 
more numerous, smaller ova produced 
by this organism. Schistosoma man- 
soni infection is uncommon, but has 
been reported in both cerebral and 
spinal cord locations. The more fre- 
quent cause of spinal cord involve- 
ment is S haematobium. 

The presence and position of a 
spine on the shell of the ova permits 
their classification within tissue. The 
S haematobiwm ova have a spine in 
the apical position; the spine of S 
mansoni ova is in the lateral aspect; S 
japonicum ova have no spine. Only S 
mansoni is acid-fast-positive (Fite- 
Faraco technique). 

Both spinal cord and extragenital 
skin involvement are rare events in 
schistosomal infections. The natural 
habitat of the schistosome is in the 


pelvic, mesenteric, and portal veins. 
Chronic and massive infections may 
cause arteriovenous fistulas, which 
permit eggs to pass from the pulmo- 
nary to the systemic circulation, giv- 
ing access to the vertebral arterial 
system and the small skin arteries. 
Congenital heart defects and congen- 
ital or acquired vascular anastomoses 
also can produce such a pattern. The 
appearance of ectopic skin and spinal 
cord involvement is most likely 
achieved by dissemination of ova or 
worms or both through the valveless 
anastomosis between the veins of the 
pelvic area and the Batson venous 
plexus surrounding the spinal cord. 
Elevation of intra-abdominal pres- 
sure, caused by coughing, strain, or 
the application of a constricting de- 
vice around the abdomen, causes flow 
from the veins of the pelvic area to 
those of the spinal area. 

The history of a preceding upper- 
respiratory tract infection in our pa- 
tient permits speculation that cough- 
ing facilitated the dissemination of 
worms or ova or both into the spinal 
and skin tissue. An alternate possi- 
bility is that the upper-respiratory 
tract episode caused a dissemination 
of ova or worms or both from the por- 
tal circulation to the pulmonary circu- 


Fig 8.—Fluorescence microscopy shows greater number of ova. 
Middle ovum demonstrates apical spine of S haematobium (origi- 
nal magnification X 310). 
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lation, with subsequent metastasis in 
the spinal area and skin. 
^^. Based on the finding of ova with 
^ .. lateral spines and of ova with apical 






spines and on the low percentage of 
ova that stained positively by the 
acid-fast technique, we suggest that 
our patient has a mixed infection of S 
haematobium and S mansoni orga- 
j nisms. Mixed infections are not un- 
.  eommon. Ramos’ reviewed a large 
-.  Seriesof cases in Mozambique and ap- 
=o pled the acid-fast technique to 92 
po biopsy and necropsy specimens. He 
^. found a 21% incidence of mixed infec- 
ier, 
Despite the rarity of spinal and ex- 
ital skin lesions, the clinician 
be aware that these lesions 
develop rapidly in asymptomatic 
ts who have sojourned in areas 
eh schistosomiasis is endemic. 
th ectopic skin lesions, biopsy ex- 
nination should lead to rapid diag- 
= nosis. ‘It should also be borne in mind 
no con at one of the best diagnostic proce- 
























(o dures is biopsy examination of the 
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rectal and perigenital skin. The find- 
ing of living ova in this location is a 
more reliable indication of infection 
than the immunologic tests. The com- 
plement fixation test has a high de- 
gree of specificity and is positive in 
approximately 96% of early acute in- 
feetions; however, in chronic, long- 
standing cases, the complement fix- 
ation test is positive only in about 
50% of the cases.’ 

In eases of suspected ectcpic spinal 
lesions, in which the ova have been 
detected in feces, urine, skin, or rectal 
tissue, therapy should be instituted 
without delay. When the diagnosis 
cannot be established by other means, 
laminectomy usually provides tissue 
from which identification of the ova is 
possible; removal of the infected tis- 
sue mass may result in some resolu- 
tion of the symptoms. The success of 
therapy in central nervous system le- 
sions is dependent on the rapidity 
with which the diagnosis is estab- 
lished. With early diagnosis and 
treatment, some resolution of the le- 
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sions ean be anticipated. Persistence 
of the untreated, space-occupying le- 
sions and subsequent fibrosis leads to 
irreversible damage. 

The poor response of our patien 
not surprising, as specific therap 
was not instituted until the diagnosis 
had been established by skin biopsy 
examination, almost five months a 
ter the onset of symptoms. Laminec- 
tomy to obtain tissue for histological 
diagnosis of the spinal cord lesion 
might have been justified early in the 
course of the symptoms; five months 
later, it did not present suffici 
potential benefit to the patient to jus 
tify the attendant risks. Furt 
more, the progression of the disea: 
with the upper-respiratory tract 
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Lichen 
Aureus 


Margaret Waisman, MD, 
Morris Waisman, MD 


* A case of lichen aureus is described 
to record its clinical and histopathologic 


. . features. The disease is a variant of the 


pigmented purpuric eruptions, the com- 
mon characteristic of which apparently 


We -resides in an abnormality of the minute 


> cutaneous blood vessels. 
(Arch Dermatol 112:696-697, 1976) 
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delineate its 
tures. 


O reported in 1958, lichen 
aureus (lichen purpuricus) has 
since received sporadic, scant mention 
in the dermatologic literature. Several 
current textbooks, however, carry de- 
scriptions of the dermatesis."* We 
describe the following case of lichen 
aureus to illustrate its clinical fea- 
tures with color photographs and to 
histopathologic fea- 


REPORT OF A CASE 
In 1971, a 20-year-old man developed 


scattered pigmented patches on his legs. 


New lesions have continued to appear 
slowly-two within the past year. None of 
them has undergone resolution. Early in 


their development, the lesions are slightly 


pruritic; once established, they become 
asymptomatic. The patient enjoys excel- 
lent health. Varices are not present, and 
peripheral arterial pulses are normal. At 
the initial examination, mild, scaling 
dermatophytosis was present on the soles 
distally. 

The discolored patches on the legs were 
composed of closely aggregated or con- 
fluent follicular, superficial, orange-brown 
or rust-colored flat papules with a thin, 
adherent seale. These papules were su- 
perimposed on a diffuse orange baek- 
ground (Fig 1) Satellite papules sur- 
rounded the patches (Fig 2). Purpura was 
absent. The distribution was asymmetric 
on the legs, and one lesion occupied the 
right instep. 

Treatment with triamcinolone acetonide 
cream caused the papules to flatten but not 
to change color. Eradication of the derma- 
tophytosis did not influence tae eruption 
on the legs. 

Histopathologic examination showed 
partial flattening of the rete ridges over a 
focus of dense lymphocytic. and histiocytic 
infiltration; the cellular infiltrate was 
separated from the epidermis by a band of 
collagen only sparsely oceupiec by inflam- 
matory cells. (Fig 3). The large number of 
capillaries with prominent endothelial cells 
was consistent with that usually encoun- 
tered in inflammatory dermatoses of the 


legs. The walls of some of the capillaries 


were somewhat thickened by a lamellar 
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fibrosis (Fig 4). Erythroeytes mingled in 
the dermal infiltrate, but neither lympho- 
cytes nor inflammatory cells invaded the 
epidermis. Staining with potassium ferro- 
eyanide demonstrated abundant deposits 
of hemosiderin in the histiocytes (Fig 5). 


COMMENT 

Lichen aureus, characterized by per- 
sistent, grouped, lichenoid papules 
having a distinctive rust, copper, or 
burnt-orange color, is classified 
among the pigmented purpurie erup- 
tions (or, more appropriately, the 
cutaneous hemosideroses), eg, Scham- 
berg disease, purpura annularis telan- 
giectodes, pigmented purpuric liche- 
noid dermatitis, (Gougerot-Blum der- 
matitis), eezematid-like purpura (Dou- 
cas-Kapetanakis disease) It differs 
from the others clinieally by its scat- 
tered, isolated, agglomerated plaques 
and histopathologically by its lympho- 
cytie and histiocytic infiltrate, which 
is conspicuously less abundant in the 
papillary dermis. Also, there are no 
epidermal changes, such as the lique- 


faction degeneration of the basal cell 


layer, the exocytosis, or the occasional 


parakeratosis that occur in other vari- 


ants of cutaneous hemosiderosis.* 
Benign, chronic capillaritis of un- 


known cause provides the pathogen- 


etie mechanism for the pigmented 


purpuric eruptions. In 1970, Farring- 


ton’ reported what we believe to be 
the only ease of lichen aureus in the 
American literature; according to a 
letter from Farrington, in January 
1972, that case eventuated in mycosis 
fungoides. However, it is unlikely that 
a tendency to malignant change is 


inherent in the disease. 
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Fig 1.—Characteristic superficial orange- 
brown plaques on leg; dark lesion on ankle 
is post-traumatic stain. 





Fig 2.—Flat, lichenoid papules, confluent Fig 3.—Circumscribed cellular infiltrate in 
upper part of reticular layer of dermis 


(hematoxylin-eosin, original magnification 
X 24). 


centrally and scattered peripherally. 
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Fig 5.—Hemosiderin-laden histiocytes 
within dermal infiltrate (potassium ferro- 
cyanide, original magnification x 220). 


Fig 4.—Cellular infiltrate; note pericapillary 
fibrosis (hematoxylin-eosin, original mag- 
nification x 220). 
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. Neonatal Lupus Erythematosus 





: Report of Four Cases With Review of the Literature 


s * We report four newborn infants with a 
distinctive evanescent cutaneous erup- 


tion that clinically and histologically 
resembled lupus erythematosus; two of 
the mothers had undifferentiated connec- 
tive tissue disease. The tendency for 


lesions to occur in a periorbital location 
and the association of prominent telan- 
-giectasias were characteristic clinical 


=: signs in our patients. Immunoglobulin 
- . deposition at the basement membrane 
-was demonstrated in one patient. Cyto- 





genetic studies, done to exclude Bloom 
` syndrome, | revealed only nonspecific 
chromosomal abnormalities. A brief re- 
a view of the literature, with speculations on 
“the possible relationship of these 
B changes to the occurrence of connective 
. tissue disease in the mothers, is included 
5 in the discussion. 
(Arch Dermatol 112:698-705, 1976) 
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cireumstance suggestive 
=- common genetic predisposition or of a 


n recent years, an inflammatory 


disorder with the clinical and 


histologic features of lupus erythema- 
tosus (LE) has been recognized in 
newborn infants. Most of the mothers 


of these infants have had active or 


latent connective tissue disorders, a 
of either a 


nongenetie maternal influence on the 
developing fetus. Although considered 
as neonatal LE, the exact nosology 
remains uncertain because of incom- 
plete information concerning patho- 
genesis. 

To our knowledge, only 11 cases 
resembling discoid LE'* and three 
cases of systemic LE*" have been 


reported to date in the literature, In . 


the past decade at our institution, we 


have evaluated four newborn infants 
with the clinical features of discoid LE - 


and would like to report these obser- 
vations in detail. One of our cases 
(patient 1) was described at the Amer- 
iean Academy of Dermatology meet- 
ing in December 1966, and was later 
referred to in a published report.' 


METHODS 


Four children diagnosed to have neo- 
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natal Hadd LE and their mothers were 
studied to determine current clinical and 
laboratory status. In two patients (patients 
1 and 2), the diagnosis was made several 
years earlier, and the eruption was clini- 
eally inactive at the time of the evaluation. 
In the other two patients, (patients 3 and 
4), some clinical activity was still present at 
the time of study. | 

Laboratory tests obtained on these 
patients consisted of the following: com- 


plete blood cell count and differential 


(CBC) erythroeyte sedimentation rate 
(ESR), serologic test for syphilis (STS), 
urinalysis, LE cell preparation, antinuclear 
(ANA) and antinative DNA antibody 
titers, rheumatoid arthritis latex fixation 


test (RA latex), protein. electrophoresis, 
. total and C3. serum complement levels, 
quantitative immunoglobulin levels, and 
blood for cytogenetie analysis. Standard 
hospital laboratory methods were em- 
ployed, including commercially available 


tests for ANA, RA latex, immunoglobulins 


IgG, IgM, and IgA, and C3 component of 
. eomplement. The anti-DNA antibody, total 


hemolytic complement and serum protein | 


electrophoresis were measured using meth- 


ods described by Leon et al," Mayer,” and 
Grunbaum et al,“ respectively. Peripheral 


blood lymphocytes were prepared for cyto- 
. genetie analysis using pokeweed mitogen 
anda technique adapted from Moorhead et 


al^ 
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The direct immunoflorescence technique 
was performed on frozen skin lesions, 
using fluorescein-conjugated goat anti- 
human IgG and IgM diluted with phos- 
phate-buffered saline to 1:10, 1:30, 1:60, and 
1:120 dilutions. Scalp skin from hair trans- 
plant patients was used as a control. The 
stained slides were examined with a fluo- 
rescence microscope with 200 w high-pres- 
sure mercury light source, a black glass 
ultraviolet-light-transmitting exciter fil- 
ter, and a blue absorbing barrier filter. 

The determination of minimal erythema 
dose in patient 3 was performed, using a 
xenon are solar simulator as deseribed by 
Stern and Urbach.'* 

Since the serum globulins are known to 
vary during the early vears of life, normal 
values for a given age were calculated as a 
fraetion of normal adult ranges based on 

published data for serum globulins,” 
immunoglobulins," and complement.’ 


`. Data from pediatric hospitals were inter- 


> preted according to normal ranges supplied 


. by their laboratories. Minor deviations 
.. from normal are mentioned but not empha- 


sized because of the absence of pediatric 
 eontrols. 


REPORT OF CASES 


Case 1.—A female child weighed 2.2 kg 
after a 42-week gestation in which placen- 
tal insufficiency had been suspected clini- 
eally. At the age of 12 days, lesions devel- 
oped on the face, and during the next six 
weeks, they continued to develop on other 
parts of the body. Examination at 8 weeks 
of age showed many irregular, sharply 
defined scaling erythematous macules that 
were 1 to 2 cm in diameter near the eyes 
and seattered over the forehead, neck, 
trunk, and diaper areas. Central clearing 
with mild atrophy were seen in most areas 
(Fig 1 and 2). The patient's growth and 
development parameters were normal. 
^A punch biopsy specimen from a lesion 
the chest had histologie features consis- 
with LE. The epidermis was atrophic 
Slight hyperkeratosis, spotted para- 
ratosis, and an extreme degree of lique- 


: p faction. degeneration of the basal layer. 
-The dermis showed interstitial edema with 


separation of the collagen bundles and a 
mild lymphoeytic infiltration around the 
capillaries and adnexal struetures. A PAS- 
stained section showed thickening of the 
basement membrane zone, and a colloidal 
iron-stained section confirmed an increase 
in ground substance in the dermis. 
Laboratory studies revealed a borderline 
leukopenia (white blood cell (WBC) count, 
5,000/cu mm, with 18% neutrophils, 82% 
lymphocytes, 4% monocytes, and 1% myelo- 
cytes), anemia (Hgb, 8 gm/100 ml; Het, 
26%) and slight increases in the ESR and 
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a,globulin. An LE cell preparation was 
negative. Phototests on uninvolved skin, 
using a hot quartz lamp, were considered 
normal, but the details of the testing are 
not available. 

The discoid lesions slowly regressed 
during the next two months, leaving hypo- 
pigmentation and minimal atrophy. A few 
scattered persistent angiomatous papules 
were shown by biopsy to be angiokerato- 
mas, possibly resulting from the previous 
inflammation. 

The most recent examination of the 
patient at age 10 years again revealed 
several purplish angiokeratomas on the 
trunk, left eyelid, and groin, but no cuta- 
neous atrophy or systemic abnormalities. 
Laboratory tests showed an increase in 
ESR (25 mm/hr) and minor decreases in 
a-l-globulin and total hemolytic comple- 
ment. The other laboratory studies, includ- 
ing ANA and cytogenetic analysis, re- 
vealed normal findings. 

Family History.—The 39-year-old moth- 
er has experienced recurrent episodes of 
nonpruritic 0.5- to 3.0-em wide “urticaria- 
like" lesions with mild sealing on exposed 
surfaces since 1960. Fatigue is the only 
associated systemic complaint. Since sun 
exposure caused clinical exacerbations, the 
original differential diagnosis included LE 
and polymorphous light eruption; the erup- 
tion was well controlled with sun protec- 
tion and chloroquine phosphate. 

In December 1962, when the patient was 
about one month pregnant, multiple lesions 
developed on the face, arms, and upper 
part of the thorax, without prior sun expo- 
sure (Fig 3). Skin biopsy specimens were 
not specific, and were interpreted only as 
chronic dermatitis compatible with LE. 
The epidermis showed minimal follicular 
plugging, atrophy, and liquefaction degen- 
eration of the basal layer. The dermal 
changes consisted of vascular ectasia, 
spotted foci of lymphocytes and histio- 
cytes, and minimal basophilie staining and 
fragmentation of the collagen bundles. A 
PAS stain showed a slight thickening of 
the basement membrane zone, and a 
colloidal iron stain showed a moderate 
increase in ground substance. 

Laboratory tests revealed anemia (Hgb, 
9.4 gm/100 ml; Het, 32%), leukopenia 
(2.800/eu mm) and elevated ESR, but 
multiple LE cell preparations and a protein 
electrophoresis were normal. Phototesting 
results were considered normal, but precise 
details of the procedure are not available. 
Follow-up laboratory studies since have 
consistently demonstrated a persistent 
leukopenia, elevated ESR, and an occa- 
sional low ANA titer (1:20). 

At the most recent examination, the 
mother felt clinically well while taking low 
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doses of systemic corticosteroids. A vague . 
erythematous maculopapular eruption was . 
present on the extensor aspect of the arms 
and upper part of the chest. Laboratory | 
tests showed leukopenia (4,200/cu mm), 
anemia (Hgb, 11.8 gm/100 ml; Het, 34%) 
elevated ESR (58 mm/hr), a low «,-globulin 
and a positive RA latex test (1:80). The- 
ANA and LE cell preparation was nega- 
tive. There was no historical evidence of. 
other connective tissue disorders in other 
family members. : 

This patient is considered to have a low 
grade undifferentiated collagen vascula 
disease characterized by a suggestive 
chronic recurrent eruption, aggravation o 
lesions by sunlight, persistent leukopenia 
anemia, and occasional low titer ANA and 
RA latex tests. Systemic LE would fi 
these features, but a definite diagnosi 
awaits additional manifestations.” 

Case 2.—A female child weighed 3.7 kg 
following a normal full-term gestation. 
Within the first 24 hours, irregular 2- to 
3-mm wide circumscribed erythematous. 
macules were noted about the eyes, scalp, 
forearms, and back. Some scaling and ^ ^. 
atrophic changes were seen at 2 weeks of ^. 
age (Fig 4). No other physical abnormali- ^ 00 
ties were found. VES 

Several skin biopsy specimens were 
considered representative of LE (Fig 5) 

The hematoxylin-eosin preparations dem- 
onstrated hyperkeratosis, delling, follicular 
plugging, epidermal atrophy, liquefaction 
degeneration, vascular ectasia, numerous |. . 
large fibroblasts in areas where there was = 
thinning and splitting of the collagen ` 
bundles, atrophy of some pilosebaceous _ 
follicules, and focal dermal infiltration by 
lymphocytes and histiocytes. The base- 

ment membrane zone was not thickened on 

the PAS preparation, but a colloidal iron 

stain confirmed a prominent increase in 
ground substance, and an aldehyde fuchsin 

stain at pH 1.7 showed definite thinning of | 
elastic tissue. 

Laboratory studies obtained at age 2 
weeks revealed leukopenia (2,400/cu mm), 
thrombocytopenia (93,000/cu mm), in- 
creased levels of IgM (40 mg/100 ml [nor- 
mal, 4 to 20 mg/100 ml]) and IgA (13 mg/ 
100 ml [normal, 1 to 4 mg/100 ml] and 
slightly decreased C3 component of 
complement. An ANA titer, LE cell prepa- 
ration, RA latex test, protein electrophore- 
sis, and various chemistry analyses were 
normal. 

The skin lesions slowly resolved with 
topical application of 0.1% betamethasone 
valerate cream. However, the patient 
developed anemia (Hgb, 9.1 gm/100 ml; 
Het, 28%) and hepatosplenomegaly by the . 
age of 11 weeks. The previous laboratory . 
studies were repeated with additional liver 














Fig 1.—Patient 1 at age 8 weeks has irreg- 
ular reddish-brown discoid lesions scat- 
tered over head and trunk. 


Fig 4.—Patient 2 at age 2 weeks has irreg- 
ular confluent brownish-red patch around 
eyes. 


Fig 7.—Patient 4 at 4 months has resolving 
discoid lesions with mild atrophy, pigmen- 
tary changes, and telangiectasia clearly 
seen. 













Fig 2.—Close-up of patient 1 shows 
tendency for lesions to aggregate around 
eyes. 


Fig 5.—Histologic preparation frcm patient 
2 shows hyperkeratosis, delling, epidermal 
atrophy, liquefaction degeneration, vascu- 


lar ectasia, thinning, and splitting of 
connective tissue fibers and dermal infil- 
tration by lymphocytes and histiocytes 
typical of lupus erythematosus (hematoxy- 
lin-eosin, original magnification x 142). 


Fig 8.—Patient previously reported to have 
neonatal discoid LE'. (From Alfred L. 
Weiner, MD). 








"P 


Fig 3.—Mother of patient 1 developed 
multiple — "urticaria-like" papules on 
cheeks one month after becoming preg- 
nant. 


Fig 6.—Patient 3 at age 2 months has 
confluent orange scaly patch with telan- 


giectatic component around eyes. 










funetion studies, Coombs test, bone mar- 
row examination, aminoaciduria screening, 
and serologie testing for toxoplasmosis. All 
results were normal except for an elevated 
ESR (32 mm/hr) and the anemia. 

The patient progressively improved 
thereafter. By the age of 6 months, and 
again at the most recent examination at 
age 4 years, only circumscribed atrophic 
l- to 4-mm wide areas were present on the 
face and middle part of the back. The 
general examination results were within 
normal limits. 

The most recent laboratory results were 
normal except for a slightly decreased total 
hemolytic complement and decreased a,- 
globulin (0.14 gm/100 ml [normal, 0.24 to 
0.42 gm/100 ml], 8-globulin (0.64 gm/100 
ml [normal], 0.68 to 1.07 gm/100 mij), and 
y-globulin (0.46 gm/100 ml [normal, 0.85 to 
1.57 gm/100 ml]. These probably are not 


^. v noteworthy except for the low y-globulin 
= > level, which is apparently due to a decrease 
~~ in IgA immunoglobulin (reported only as 
oer less than 60 mg/100 ml). Results of chromo- 
i some studies were considered normal, 


. although the satellites of the acrocentric 


... ¢hromosomes were very prominent and 


.. displaced laterally to the short arms in 
nearly 10% of the cells analyzed. 

Family History.—The 29-year-old moth- 
er had atopic dermatitis as a child, and 
recently experienced seasonal rhinitis and 
asthma. A second pregnancy in 1965 was 
uncomplicated and that child is normal. In 
1969, when neonatal LE was diagnosed in 
her second child, she was thoroughly evalu- 
ated for a latent connective tissue disease 
and was found to have an anemia (Hgb, 8.8 
gm/100 ml; Het, 31%) due to an iron defi- 
cieney, an inereased IgG level (2,500 mg/ 
100 ml), and a low titer RA latex test (1:20). 
An ANA test and LE cell preparation were 
negative. | 

The patient was clinically well at the 
» most. recent examination. The laboratory 
screening tests showed anemia (Hgb, 12.9 
/100 ml; Het, 87%), elevated ESR (32 
/hr), a borderline high -globulin and a 
titer positive RA latex test (1:40). The 
test and LE cell preparation were 


> DRnsübatàntiateda additional family histo- 


ud ry indicated that the paternal grandfather 


had discoid LE. The father of the child was 
not available for study. 

Cast X—A female child was delivered 
three weeks prematurely, with a birth 
weight of 2.6 kg because of the mother's 
bicornuate uterus. A macular eruption on 
the face was noted shortly after birth and 
was thought to be staining from silver 
‘nitrate. The lesions persisted and seemed 
aggravated on two occasions by brief expo- 
sure to sunlight. Examination of the 
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patient at the age of 2 months showed a 
confluent orangish-red patch about the 
eyes and many scattered 4- to 6-mm wide 
macules on the scalp and back. Mild sealing, 
atrophy, and telangiectasias were detected 
on close inspection (Fig 6). The height and 
weight were in the tenth and third percen- 
tiles respectively, and the remaining re- 
sults of general examination were normal. 

A histologic specimen from the forehead 
was interpreted as a chronie dermatitis 
consistent with LE. The epidermis showed 
mild atrophy, hyperkeratosis, follieular 
plugging, and focal areas of mild liquefac- 
tion degeneration of the basal cell layer. 
The dermal changes consisted of vascular 
ectasia, increased amounts of interfibrillar 
ground substance, and a moderately dense 
perivascular and perifollicular infiltrate of 
lymphocytes and histiocytes. A PAS stain 
did not show basement membrane thicken- 
ing, and no IgG deposition at the dermo- 
epidermal junction was detectable by the 
direct immunofluorescence technique. 

When the patient was 10 weeks old, 
laboratory screening showed only anemia 
(Hgb, 9.9 gm/100 ml; Het, 29%) and an RA 
latex titer of 1:160. Several cell prepara- 
tions and an ANA test were negative. A 
repeat RA latex test five months later was 
negative. 

At the age of 11 months, the eruption 
had faded considerably to reveal a nevus 
flammeus on the forehead and nape of the 
neck. In addition, many 1- to 2-mm wide 
dark blue telangiectasias and atrophie 
areas were present along the eyebrow line, 
upper lip, and right seapular region. 
Weight and height were now in the 50th 
percentile. Phototests on the clinically 
normal back with a xenon are lamp solar 
simulator showed a normal minimal ery- 
thema threshold to sunburn wavelengths 
(40 seconds) and no reaction with wave- 
lengths above 335 nm.'* No repeated expo- 
sures were performed. 

Cytogenetie studies showed a D/G trans- 
location in 5% of analyzed cells, and rarely, 
a large acrocentric chromosome, but these 
numbers were too small to be eonsidered 
definitely abnormal. 

Family History.—The 28-vear-old moth- 
er remains in good health. Two pregnan- 
cies have been delivered early because of a 
bieornuate uterus, but no other complica- 
tions were noted. Laboratory screening has 
shown a positive RA latex test (1:40), but a 
repeat study was negative. Chromosomal 
analysis on blood lymphocytes was nor- 
mal. 

Case 4.—A female child weighed 3.2 kg 
after a full-term gestation. An erythema- 
tous scaly eruption was present on the face 
at birth and has gradually faded to leave 
atrophic areas. When first seen at the age 
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of 4 months, the patient had 1- to 4-mm_ 
wide slightly atrophie macules with mini- 
mal erythema and scaling about the eyes 
and scattered over the face and scalp: 
Pigmentary change ahd telangiectasias 
were evident in association with some 
atrophic areas (Fig 7). Results of the 
general examination, including growth. 
parameters, were normal. i 
A punch biopsy specimen showed. the. 
histologic features of a mild chronic de#ma 
titis compatible with LE, but typie 
changes were not seen. The epidermis Ww 
essentially normal and the upper part o 
the dermis showed some capillary ectasi 
and proliferation, edema, and melanin: 
containing macrophages. A colloidal iro: 
stain with and without hyaluronida 
digestion showed increased hyaluronic acit 
ground substance in the upper part of th 
dermis. The basement membrane zoni 
was slightly thickened on a PAS stain 
The direct immunofluorescence techniqui 
showed a weakly positive reaction for bot! 
IgG (to 1:60 dilution) and IgM (to 1:12 
dilution) at the dermoepidermal junction. 
The laboratory screening was obtained. 
three months later, when lesion erythema. 
was no longer present. The only abnormal- | 
ities found were a slight leukocytosis © . 
(11,100/cu mm, with 26% neutrophils, 71% — 
lymphocytes, 2% eosinophils, and 1% mono- 
cytes) and borderline low a,-globulin and 
y-globulin. The LE cell preparation was... 
reported as “suspicious,” but no antinu-. © — 
clear antibodies were detectable. Resultsof |... 
cytogenetic studies on both blood and skin - 
specimens were considered normal, ES 
Family History.—The 20-year-old moth. ^ 
er has a two-year history of intermittent 
transient arthralgias of various joints, — 
especially the small joints of the hands and 
feet. During her pregnancy, she experi- 
enced crops of pruritic erythematous vesi- 
cles on the extremities, which lasted for 
two weeks, but she was not examined bya . — 
physician. Prenatal studies indicated a 
slight anemia (Hgb, 12.4 gm/100 ml; Het, > 
36%), the sickle cell trait, and a normal > 
WBC count, STS, and urinalysis. 
Laboratory studies obtained four - 
months after delivery showed anemia — 








(Hgb, 10.8 gm/100 ml; Het, 38%), leuko- _ E 


penia (4,600/cu mm), a positive ANA test 
(1:160, homogeneous), hypergamma globu- 
linemia (2,200 mg/100 ml), and an elevated 
ESR (35 mm/hr) Additional studies 
showed an inappropriately low reticulocyte —. > 
response (38,600 cu/mm) and normalserum `> 
iron studies, Coombs test, and chest x-ray 
film. The direct immunofluorescence tech- 
nique did not show IgG or IgM deposition : 
on a specimen of normal skin taken from K 
the face. ` 
The remaining family history indicated 

















undiagnosed hand arthalgias in the mater- 
nal grandmother. | | 
COMMENT 

The essential clinical laboratory 
features of 15 patients with a neo- 
natal LE-like disease are presented in 
the Table. (Because of inconelusive 
evidence, the Table does not include 
the premature twins with congenital 
atrophic skin lesions reported by 
Barsky and Ke, in which discoid LE 
was considered in the differential 
diagnosis, or the infant with congeni- 
tal acute LE reported by Hogg,” in 
which the diagnosis was based solely 
on the finding of hematoxylin bodies 
in the heart at postmortem examina- 
tion.) In most cases, circumscribed or 
confluent erythematous macules with 
histologic features consistent with LE 
were present on the head, especially 
near the eyes. Additional lesions may 
eontinue to appear for some time 
after birth, but eventually these fade 
.. to leave atrophic or discolored areas 
^ by about 1 year of age. Telangiecta- 
< sias are frequently associated lesions, 

.and in our experience, become quite 
noticeable as the eruption improves. 

In addition to the skin eruption, 
internal manifestations may occur 
with variable severity such that close 
observations for several months is 
warranted. Anemia may be present, 
but it is often of uncertain signifi- 
- cance. One of our patients (patient 2) 
had transient thrombocytopenia and 


_ leukopenia at 2 weeks of age, and later 


developed anemia and hepatosple- 
nomegaly. The patient reported by 
. Reed et al' developed a progressive 
splenomegaly and anemia during the 
^o first eight months, but eventually 
achieved both a clinical and serologic 
^ remission (personal communication, 
.. February 1974). The patient reported 
. by Motoya et al" developed fever, 
' hepatosplenomegaly, — thrombocyto- 
-= penia, and anemia after birth and 


" required systemic corticosteroid ther- 


. apy to achieve remission. It should be 
. noted that two patients have died of 

apparent systemie LE, although the 
diagnostie eriteria seem questionable 
in one case."'" Thus, a spectrum of 
severity would seem to exist for this 
disorder as with adult LE." 

Is this neonatal inflammatory der- 
matosis fundamentally the same pro- 
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cess as adult LE? Since the pathogen- 
esis of LE is obscure, only speculations 
can be made regarding their relation- 
ship at this time. In our opinion, the 
similar clinical and histologic fea- 
tures, the frequent association of 
maternal abnormalities that suggest a 
connective. tissue disorder or diathe- 


sis, and our finding of a positive direct 


immunofluorescence test in one of two 
patients studied (case 4) favors LE as 
the most likely disease process. The 
tendeney for spontaneous improve- 
ment explains many nonspecific histo- 
logie or other studies done on skin 
speeimens obtained late in the course. 
The onset at birth, the self-Emited 
clinical course, and the absence of 
clinical or serologic evidence of con- 
nective tissue disorder later :n life 
suggest that maternal influences are 
paramount to the pathogenesis. 

A number of speculations ean be 
offered to explain the observations 
made on this point. The tendency for 
importance of genetic predisposing 
factors." Since stress factors may 
activate latent LE, intrauterine life or 
birth may possibly induce neonatal 
lesions in a nonspecific way. However, 
there is no evidence to date that elin- 
ical or serologice abnormalities of 
connective tissue disorders occur later 
in these infants. 

The possibility of à transmittable 
etiologic agent of LE from mother to 
fetus was first suggested by McCuis- 
tion and Schoch.' The LE factor, now 
recognized as an IgG antibody with 
anti-DNA-histone nucleoprotein spe- 
cifieitv^ and analogous to the ANA 
responsible for homogeneous fluores- 
cence staining patterns," was suspect 
early since it can pass the placental 
barrier. However, the bulk of evidence 
is against a primary pathogenic role 
for the LE factor at present for 
several reasons: (1) serum from LE 
patients has been infused into recip- 
ients without producing clinical dis- 
ease"^*. (2) the LE factor kas little 
effect on the growth of chicken heart 
cells” or on the uptake of nucleie acids 
into human leukocytes* grown in 
tissue eulture; and (3) the LE factor 
has been detected in clinically normal 
infants born to mothers with aetive 
systemic LE.” This last observation 





also implies that a positive ANA titer 
or LE cell preparation in a newborn 
infant should not be used to diagnose 
LE unless the mother is demonstrated 
to be ANA-negative, or until suffi- 
cient time for the spontaneous disap- 
pearance of the passively acquired LE 
factor has passed. 

Lupus erythematosus is character- 
ized by many other antibodies that 
may play a role in the pathogenesis of 
certain clinical aspects. Thus, anti- 
bodies directed against platelets, leu- 
koeytes, or red blood cells may eross 
the placenta to eause neonatal throm- 
bocytopenia, leukopenia, and Coombs- 
positive anemia. ^*^" Conceivably, 
antibodies to cellular components, 
such as native DNA, RNA, or histo- 
compatibility antigens, could play a 
pathogenie role in neonatal LE. 

Finally, virus-like inclusions have 
been demonstrated in LE lesions, and 
the possibility of transplacental infec- 
tion should be considered if à patho- 
genic role is ever established. Re- 
cently, these inclusions have been 
demonstrated transiently in the 
lymphocytes of two clinically normal 
infants born to mothers with systemic 
LE, but Soltani et al failed to find 
inclusions in the skin lesions of their 
patient with neonatal discoid LE. 

The differential diagnosis of cir- 
cumscribed erythematous lesions on 
the newborn face would include neo- 
natal LE, Bloom syndrome, toxic 
erythema neonatorum, nevus flam- 
meus, seborrheic dermatitis, psoriasis 
vulgaris, early toxic epidermal necro- 
lysis, erythrokeratoderma variabilis, 
herpes simplex,” and cutis marmorata 
telangieetatica  congenita." Bloom 
syndrome was originally confused 
with discoid LE, and is the major 
alternative diagnosis in our cases." 
This syndrome is characterized by the 
triad of congenital telangiectatie ery- 
thema of the face, photosensitivity, 
and intrauterine and extrauterine 
growth retardation." The absence of 
photosensitivity and normal extra- 
uterine growth in our patients ex- 
cludes Bloom syndrome. À number of 
other genodermatoses that have facial 
eruptions as a component, including 
Rothmund-Thomson syndrome, Cock- 
ayne syndrome, and congenita ecto- 
dermal dysplasia, are distinguished by 
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Clinical and Laboratory Findings in 15 Patients With Neonatal Lupus Erythematosus 


Morphologic 
Features 
and Distri- 
bution* 
Discoid 
lesions 
with E,S,F 

on face 
and scalp 


Confluent 
discoid 
lesions 
with E,F,A; 
healed with 
P on eyes, 
face, scalp 


Confluent 
discoid 
lesions with 
E,S,F,A,T on 
face, neck, 
upper part 
of back 

Discoid 
lesions 
with E, A,T 
on face, 
scalp, neck, 
back 


Confluent 
patches 
with E,A,F,S 
on face, 
trunk, arms 


Goldberg and F Moist plaques 


Diamond? 


E n Weiner§ 





T Soltani et alt 


Nice!? 


F 


F 


with E; 
healed 
with P,A 
on eyes, 
cheeks, 
forehead 


Discoid 
lesions 
with E,S,F; 
healed with 
A on face 
(Fig 8) 

Discoid 
lesions 
with E,S.F; 
healed with 
A on face 


Discoid 
lesions 
with E,S,A; 
healed with 
P on face, 
scalp, trunk, 
proximal 
extremities 


Petechiae 
on arms 
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internal 
Manifestations 


None 





None 


None 


Splenomegaly 


Valvular 
heart disease 


Not 
mentioned 


None 


None 


None 


Splenomegaly, 
pneumonia, 
lymphadenop- 
athy, conges- 
tive heart 
failure 


Laboratory Findings} 


LE preparation (—) at 48 hours; 


skin histologic features c/w 
LE at 6 weeks 


LE preparation weakly (--) at 8 
days, (—) at 4 and 15 
weeks; no skin biopsy done 


Skin histologic features:c/w LE, 


LE preparation (—), RA latex 
test (—), ANA test (--).at 

3 months; anemia, RA latex 
test (--), ANA test (—) 

at 8 months 


Anemia, LE preparation (—), 
ANA test 1:10, bone 
marrow (+) for LE cells at 
3 months, skin histologic 
features uncertain 


LE preparation (—), ANActest 
(—) at 3 months; no skin 
biopsy done 


Skin histologic features, 
LE; direct immuno- 
fluorescence (—) at 


4 months; LE preparation (—), 


ANA test (—), RA 

latex test (—) at 3 years 
LE preparation (—), 

ANA test 1:10, 


RA latex test (—) at 4 months; 


ANA test (—) at 7 months; 
no skin biopsy done 


Skin histologic features 
c/w LE, direct immuno- 
fluorescence (—), LE 
preparation (—), 

ANA test (—) at 3 months; 
no viral particles on 
electromicroscopy 


LE preparation (+) 
at birth; 
thrombocytopenia, 
hemolytic anemia 
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Skin histologic features c/wt LE, 
LE preparation (—) at 2 weeks 


Course 


Present 
at birth, new 
lesions for 6 
weeks then 
clearing by 
5 months 


Present 
at birth, 
then pro- 
gressive 
clearing 
by 18 
months 

Present 
at birth, 
then pro- 
gressive 
clearing 
by 5 
months 


Present 


at birth, 
then pro- 
gressive 
clearing 

by 6 months 


Present 
at birth, 
then new 
lesions for 
at least 4 
months 


Present 
at birth, 
then pro- 
gressive 
clearing 
by 3 
weeks 
Present 
at birth, 
then pro- 
gressive 
clearing 
by 6 months 
Present 
at birth, 
then pro- 
gressive 
clearing 
by 6 months 


Present at 
birth, new le- 
sions for 4 
months, then 
clearing by 
1 year 


Present at 
birth; persist- 
ent internal 
manifes- 
tations; 
multiple 
admissions; 
death 
at age 4 





preparation (+) 


Probabie RA during.” 
pregnancy; arthritis, 


increased 


y-globulins. and ESR, RA 
latex strong (+), LE 


preparation (—) 


SLE during Qu tme j i i 
scarring facial. GAUME | 


fever, arthritis, 


splenomegaly, anemia. ij 
increased ESR, tE s 


preparation (+). 


Probable SLE during. 
pregnancy; scarring = ^ ^. 
facial eruption, photo- — 
sensitivity, leukopenia, 
increased y-globulins, 


RA latex test (4-), 


LE preparation (—), 


ANA test (+) 


Normal during pregnancy; 
LE preparation (—), 


RA latex test (—) 


Probable SLE during - 


pregnancy; facial 


eruption, arthralgias, 
LE preparation (+); 


ANA test, 1:50 


Undefined connective 


tissue diathesis; 


arthralgias, ANA test (+) 


for 5 years 


Probable RA diathesis; 
dermatofibromas, increased 
y-globulin, RA latex test 
strong (+); LE preparation 
(—), ANA test (—); direct 
immunofluorescence (—) 


Normal during pregnancy; 
unavailable for follow-up 


(Continued on. 


Maternal Status}  . | 
SLE 11 months postal” as 
facial erythema, fever, — . 
pleuritis with effusion, — 
splenomegaly, leukopenia; 
anemia, adel ini te 























Clinical and Laboratory Findings in 15 Patients With Neonatal Lupus Erythematosus (cont.) 





RA latex test. 
(—), anti-DNA 
test (—) at 7 months 


Morphologic 
Features 
and Distri- Internal | | 
Sex bution* Manifestations Laboratory Findings} Course Maternal Status} 
Motoyaetal! F Transient Low birth Skin histologic features c/w Present Probable SLE during 
generalized weight, fever, LE; thrombocytopenia, at birth; pregnancy; facial 
petechiae; hepatospleno- anemia, increased new le- erythema, anemia, 
discoid megaly y-globulins, LE (—), sions for 1 leukopenia, increased 
lesions ANA test (—), RA week, then y-globulins, LE preparation 
with E,S,T; latex test (—) clearing (+), RA latex test (+) 
healed with at 15 days in 7 weeks | 
P on face, with systemic 
trunk, corticosteroid 
extremities | therapy 
Present F Confluent None Skin histology c/w LE, Onset on Undifferentiated 
study, discoid anemia, LE preparation (—) 12th day, connective 
case 1 lesion with at 8 weeks; LE preparation then pro- tissue disorder during 
ESA: (—), ANA test (—), RA latex gressive pregnancy; facial 
healed with test (—), anti-DNA test (—) clearing eruption, aggravation of 
H, angio- at 10 years by 2 eruption by sunlight, 
keratomas months leukopenia, anemia, 
on eyes, increased ESR, RA 
face, scalp, latex test 1:80, LE 
neck, trunk, preparation (—), 
ES | groin ANA test 1:20 
(4 Present F  Confluent Hepatospleno- Skin histologic features, LE; Onset on Normal during pregnancy; 
S study, discoid megaly anemia, thrombocyto- ist day, asymptomatic; increased 
case 2 lesions penia, increased IgM then pro- y-globulin, RA latex test 
with E,A,S, and IgA, LE preparation (—), gressive 1:20 after birth; later, 
F on eyes, ANA test (—), RA latex test (—) clearing anemia, increased ESR, 
scalp, at 2 weeks; decreased by 6 RA latex test 1:40 
forearms, IgA, LE preparation (—), moriths; pro- 
back ANA test (—), RA gressive 
latex test (—), anti-DNA (—) internal 
at 4 years manifestations 
Present .F Confluent Low Skin histologic features c/w Onset at Normal! dur- 
study, discoid birth LE, direct immunofluores- birth, ing pregnancy; 
case 3 lesions weight cence (—), anemia, LE then pro- asymptomatic; 
with E,S, preparation (—), ANA gressive RA latex test 
T on eyes, test (—), RA latex test clearing 1:40 and (—) 
face, scalp, 1:160 at 10 weeks; through 
back RA latex test (—), 11 months 
anti-DNA test (—) at 7 months 
Present F  Discoid None Skin histologic features Onset at Undifferentiated connec- 
study, lesions nonspecific, direct birth, tive tissue disorder; 
case 4 with E,S, immunofluorescence then pro- arthralgias; anemia, 
A,T; healed (4-) at 4 months; gressive leukopenia, increased 
with H on leukocytosis, clearing y-globulins and ESR, 
eyes, face, LE preparation by 6 LE preparation {~}, 
scalp (—), ANA test (—), months ANA test 1:160, 


RA latex test (—), direct 
immunofluorescence (—) 
on normal skin 


* Morphologic features: E, erythema; S, scaling; F, follicular plugging; A, telangiectasia: P, hyperpigmentation; H, hypopigmentation. 
T (7) indicates negative result; (+) indicates positive result. 


t c/w, consistent with. 


8 Cases referred to in addendum to article by Goldberg and Diamond’; additional information obtained by personal communication, March 


1974. 


later onset or associated abnormali- 
ties. 

Chromosomal analyses were oh- 
tained for our four patients because of 
the reported abnormalities associated 
with Bloom syndrome, that is, a high 
frequency of chromosomal breakage 
and rearrangements, some with a 
characteristic quadriradial configura- 
tion.“ None of these changes were 
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noted in our cases of discoid LE. 
Case 3 is interesting because a D/G 
transloeation was found in a small 
number of cells, but there was no 
clinical evidence of translocation 
Down syndrome. We did rote fre- 
quent satellite associations among the 
acrocentric chromosomes in most of 
our cases, which has been postulated 
to predispose to D/G translocations,” 


but we lack necessary controls in 
infants and LE patients to comment 
further. Finley et al? have reported 


normal cytogenetic studies in five 


adult patients with systemic LE, and 
Motoya et al reported a normal study 
in their case of neonatal LE, but 
whether nonspecifie findings such as 
satellite associations were considered 
is uncertain. 
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versity Health Sciences Center cooperated in this 


study. The cytogenetic studies were prepared by 


Betty Byrd and Agnes Ernst. The histopathology 
was reviewed with Donald MacVicar, MD. The 
Schering Corporation, Bloomfield, NJ, assumed 
the cost of reproducing the color photographs. 
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Mycobacterium kansasii Infection 


With Dermatologic Manifestations 


Fred S. Hirsh, MD, Oscar E. Saffold, MD 


è A patient with cutaneous lesions as a 
manifestation of systemic infection with 
Mycobacterium kansasii is described. To 
our knowledge, this is the fourth reported 
case of a patient with dermatologic le- 
sions secondary to M kansasii infection. 
A brief review of the classification and 
clinical presentations of atypical myco- 
bacteria is given. 

(Arch Dermatol 112:706-708, 1976) 


E beca kansasii, one of 
the "atypical mycobacteria," is 
an acid-fast organism with clearly de- 
fined characteristics. Infection with 
this organism is usually encountered 
in men with chronic obstructive pul- 
monary disease."* Cutaneous indica- 
tions of infection by this organism 
are rare. We have found only three 
previous cases reported in the Ameri- 
can literature. This report describes a 
patient with both cutaneous lesions 
and systemic manifestations of infec- 
tion with M kansasii. 


REPORT OF A CASE 


A 51-year-old man developed pneumonia 
in the left lung 18 months prior to admis- 
sion to the hospital. At that time, he was 
found to have leukopenia with relative 


lymphocytosis. He was treated with anti- 
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biotics and had an uneventful course to re- 
covery. Three weeks prior to admission, he 
noticed a crusted lesion, which slowly in- 
creased in size, near the right nasolabial 


fold. Two days prior to admission, he be- 
came febrile and was admitted for exami- 
nation. 

The patient had a 2-cm pigmented, 


Slightly elevated and crusted lesion with central ulceration adjacent to right nasolabial 


fold. 


EX | 


B * | | ; 
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Table 1.— Cultural Characteristics of 
Atypical Mycobacteria Involving the Skin 


Growth* 


Photo- 
37C 31C 24C chromogenic chromogenic 


Organism 
M kansasii i -+ 
M ulcerans 
M marinum 
-M fortuitum 
M intercellulare 


* -- indicates present; —, 
occur. 


crusted, slightly elevated, irregular lesion 
on the right nasolabial fold (Figure). Re- 
moval of the crust showed superficial ulcer- 
ation. Findings from the physical exami- 
nation were otherwise normal, except for a 
temperature of 40 C (104 F). There was no 
notable peripheral lymphadenopathy. 

Laboratory studies disclosed the follow- 
ing values: hematocrit reading, 30%; white 
blood cell count, 3,200/cu mm, with 69% 
lymphocytes. Results of blood chemistry 
studies and liver function tests were 
within normal limits. A chest x-ray film 
showed paratracheal lymphadenopathy on 
the right side. A bone marrow biopsy 
specimen was nondiagnostic. An intra- 
venous pyelogram showed displacement of 
the left ureter. A lymphangiogram demon- 
strated enlarged paraaortic lymph nodes 
on the left side. X-ray films of the facial 
bones were normal. 

Immunologie evaluation showed  in- 
ereased IgG and decreased lymphocyte 
response to phytohemagglutinin and con- 
inavalin A. Skin tests to purified protein 
ivative Y (PPD-Y), histoplasmin, Can- 
__streptokinase-streptodornase, tri- 
phytin, mumps, and old tuberculin (OT) 
ere negative. Skin tests to PPD were pos- 
itive only at 250 tuberculin units. 
The. initial eultures of blood, 





sputum, 


: : | . and. urine were negative. A skin biopsy 
specimen showed central areas of hyper- 


keratosis, parakeratosis, and epidermal 
necrosis, with epidermal giant cells and 
some acantholytic cells. An intense, mixed, 
inflammatory infiltrate was present in the 
dermis and consisted of lymphocytes, poly- 
morphonuclear leukocytes, and some eo- 
sinophils. Mycobacterium kansasii was 
isolated at 31 C and at 37 C from cultures 
from the skin biopsy specimen. The cul- 
tures were pigmented (yellow) after expo- 
sure to light. Results of the niacin test 
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Table 2.—Cutaneous Manifestations of 
Atypical Mycobacteria 


Organism Location | Manifestation 
M kansasii 
This case Face 
Cases of Owens Left upper 
and McBride"? extremity 
Case of Maberry Right lower 
et al! extremity 


M ulcerans Extremities 


Violaceous nodule in po 
sporotrichoid distribution 


Chronic, granulomatous | 
lesions 


Subcutaneous lesions with 
central necrosis” s 


Verrucous, cutaneous 


Pigmentation" 


Scoto- 


M marinum Extremities 





Pigmented crusted. lesions. ‘| P 





absent; -+ —, growth may or may not 


M fortuitum 
M intercellulare 


Unidentified group 
of Feldman and 
Hershfield? 


were negative; results of the nitrate and 
catalase tests were positive; and there was 
agglutination with M kansasii antiserum. 

Mediastinoscopy with lymph node biopsy 
was done, showing massive necrosis and 
loss of lymph node architecture. Features 
of granuloma formation were absent. Nu- 
merous large, beaded acid-fast bacilli were 
identified. Mycobacterium kansasii, sensi- 
tive to rifampin and ethambutol and par- 
tially sensitive to streptomycin sulfate, 
was isolated. 

A regimen of isoniazid and ethambutol, 
and later rifampin and streptomycin sul- 
fate, was prescribed. There was no notable 
improvement during the next five weeks. 
The patient was then given a single subcu- 
taneous injection of dialyzable transfer 
factor, prepared from 800,000,000 lympho- 
cytes from a donor who had recovered 
from a pulmonary infection with M kan- 
sasii. Following this, the patient's course 
was one of steady improvement. The OT, 
mumps sensitivity, and PPD-Y skin tests 
became positive. He is now free of cutane- 
ous lesions and has no systemic complaints. 


COMMENT 


We believe that this patient with 
impaired cell-mediated immunity rep- 
resents the fourth reported case of 
cutaneous M kansasii infection. The 
cutaneous lesion demonstrated no 
evidence of direct extension from a 
contiguous bone or lymph node and 
thus may represent either a primary 
or a metastatic focus of infection. 

The atypical mycobacteria that in- 
volve the skin are a heterogeneous 
group of microorganisms, which dif- 
fer in certain clinical and cultural 
characteristics from M tuberculosis 
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Extremities, 
Extremities 


Extremities 


granulomas - » 
Subcutaneous abscesses ~ 
injection site gh 


Ulceration with sinus - 
formation | NC 
Reddish-purple papules - 





and from each other (Table 1). Run- 


yon's division of these organisms into. es 
four major groupings has proved to |. 


be a very useful means of identi- 
fieation.? 

Mycobacterium kansasii is a photo- > 
chromogen because its colonies þe- .. 
come yellow on exposure to light. 
Disease caused by this organism has a 
worldwide distribution, but it is most 
prevalent in the United States—the 
greatest number of cases being 
reported in Houston, Chicago, New 
Orleans, and Dallas. There is no racial 
predominance, and men are affected 
approximately three times as fre- 
quently as women. 

Pulmonary disease due to M kan- 
sasit occurs mainly in adults (age 
range, 18 to 85), with a predilection 
for middle-aged and elderly white 
men with chronic bronchitis or em- 
physema. Although children do not 
have pulmonary involvement due to 
M kansasw, they may have cervical 
lymphadenitis and, less commonly, 
meningitis, peritoneal disease, gen- 
itourinary disease, and involvement 
of the bones and joints. There have 
been six cases of pancytopenia associ- 
ated with disseminated infection.*° 

Cutaneous infection due to M kan- 
sasit was reported in 1965 by Ma- 
berry et al, who described a patient 
who had had chronic, granulomatous 
lesions on the right lower extremity 
for 22 years." Isolated lesions also 
were found on the chest, the right 
eyebrow, the right lower quadrant 
the abdomen, and the left buttock 
















these lesions were described as ver- 
rucous, elevated, irregular nodules. 
The patient was treated with strep- 
tomycin sulfate and after two months 
showed complete healing of the le- 
sions on the eyebrow, buttock, and 
abdomen and great improvement of 
the lesions on the leg. 

In 1969, Owens and MeBride de- 
scribed two patients with infection 
due to M kansasit on whom skin le- 
sions occurred in a fashion that 
strongly suggested sporotrichosis.” 
Both patients initially had lesions on 
the dorsal aspect of the left hand, 
which were described as violaceous, 
verrucous nodules; the lesions then 
extended up the dorsal aspect of the 
. left forearm. One patient was treated 


-.. with isoniazid, aminosalicylic acid, 
. - and streptomycin sulfate; there was - 
.. -complete healing. The other patient 
—. was treated with ethambutol and eth- 
. jonamide; results ot this regimen 





c. Laboratory identification of M kan- 
-. :80s5i is essential for accurate diag- 
‘nosis and treatment. The organism 


grows best on Lówenstein-Jensen cul- 
ture medium for three weeks at room 
temperature (18.3 to 26.7 C) and then 
for one to two weeks at 31 to 37 C. 
There is no growth at 45 C. After one 
hour of exposure to bright light, a 
definite yellow pigmentation is seen 
within 24 hours. Microscopically, the 
nonmotile rods are usually longer and 
broader than in M tuberculosis and 
characteristically show alternating 
stained and unstained bands. 
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Treatment of infections due to M 
kansasii consists mainly of uninter- 
rupted, long-term combination chemo- 
therapy. The choice of antituber- 
culous agents is dietated by the in 
vitro sensitivity studies. Although 
more resistant to the antituberculous 
drugs than M tuberculosis, M kan- 
sasii is more sensitive than are the 
other atypical mycobacteria. Isonia- 
zid, streptomycin sulfate, amino- 
salicylic acid, ethambutol, cycloserine, 
ethionamide, rifampin, and viomycin 
sulfate have been used in various 
combinations. 

"Transfer factor has been used to 
convert nonsensitive lymphocytes to 
an antigen-responsive state.’ The 


use of transfer factor and the immu- 


nologic studies in this case are being 
reported elsewhere. 

Other atypical mycobacteria may 
cause cutaneous lesions (Table 2). 
Mycobacterium ulcerans has been re- 
ported to occur in epidemic propor- 


.tions in Central and East Africa." 


The cutaneous lesions caused by M ul- 
cerans begin as nontender, subcuta- 
neous swellings, usually on the ex- 
tremities; the lesions spread along the 
deep fascia and result in central ne- 
erosis and ulceration. History of in- 


jury at the site of the lesions usually 


was not obtained. Resistance of M ul- 
cerans to chemotherapy is common, 
and surgical excision of the lesions is 
often required. 

Mycobacterium marinum has been 
isolated from both fresh and salt wa- 
ter. '* In cases of infection by M 


References 


alized tuberculosis as a diagnostic probem in 
clinical haematology. Q J Med 36:602, 1967. 

8. Buhler VB, Pollak A: Human infections 
with atypical acid-fast organisms: Report of two 
eases with pathologic findings. Am J Clin Pathel 
23:363-374, 1953. 

9. Wood LE, Buhler VB, Pollak A: Human in- 
fection with “yellow” acid-fast bacillus: Report 
of 15 additional cases. Am Rev Tuberc 73:917- 
929, 1956. 

10. Kilbridge TM, Gonnella JS, Bolan JT: Pan- 
eytopenia and death: Disseminated anonymous 
mycobacterial infection. Arch Interr Med 
120:38-46, 1967. 

11. Maberry JD, Mullins JF, Stone OJ: Cuta- 
neous infection due to Mycobacterium kcnsasit. 
JAMA 194:1135-1137, 1965. 

12. Owens DW, McBride ME: Sporotrichoid 
cutaneous infection with Mycobacterium kan- 
sasi. Arch Dermatol 100:54-58, 1969. 

13. Lawrence HS: Transfer factor and cellular 
immune deficiency disease. N Engl J Med 





marinum, there is often previous his- 
tory of minor trauma at the sites of 
involvement. The resultant lesions oc- 
eur as verrucous, cutaneous, granulo- 
mas, often involving the elbows and 
knees. Excision appears to be the 
most successful mode of therapy. 

Mycobacterium fortuitum, com- 
monly found in soil and water, is a 
natural saprophyte of man. Infec- 
tions usually occur at sites of trauma 
and may occur in epidemic propor- 
tions." The resultant lesions are usu- 
ally subcutaneous abscesses that may 
ulcerate and drain. Ineision and 
drainage is a common form of treat- 
ment. 

Mycobacterium | intercellulare has 
been described as occurring after 
trauma to the foot," with resultant 
ulceration and sinus formation. 

Recently, 29 cases of mycobacterial 
skin infection in Minnesota and 
southern Manitoba, Canada, were re- 
ported.” Acid-fast bacilli were found 
in biopsy specimens from cutaneous 
lesions, but no organism was cultured. 
The patients responded either to 
chemotherapy or to surgical excision. 

Infection with atypical mycobac- 
teria should always be considered as a 
possible cause when evaluating ul- 
cerated or necrotic nodules. Although 
we believe that this is only the fourth 
case of cutaneous infection with M 
kansasii, its recognition and labora- 
tory identification may aid in early 
diagnosis and successful treatment of 
a disease that, if left untreated, can 
be fatal. 
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Keratosis Lichenoides Chronica 


Possible Variant of Lichen Planus 


John W. Petrozzi, MD 


è A chronic, asymptomatic, keratotic, 
papular eruption, present for 15 years and 
resistant to all modes of therapy, was ob- 
served in a 49-year-old woman. Many of 
the papules formed a reticulated configu- 
ration over the arms and legs. This case 
resembles several others that have been 
described in the literature under different 
names, ie, keratosis lichenoides chron- 
ica, porokeratosis striata, and lichen ver- 
rucosus et reticularis. It is likely that all of 
these names refer to the same condition, 
constituting a definite clinical entity, 
which, on the basis of histological study, 
may represent a variant of lichen planus. 

(Arch Dermatol 112:709-711, 1976) 


F” the past two years, we have 
observed a patient who mani- 
fested a chronic, resistant, keratotic, 
papular eruption with a reticulated 
configuration over the extremities. 
Histological study revealed some fea- 
tures that were suggestive of lichen 
planus. This case is very similar to a 
recently reported condition called 
keratosis lichenoides chronica by 
Margolis et al. Unlike the previous 
authors, however, we have discovered 
several references to other similar 
cases reported under different names. 
We believe that all of these cases may 
be the same condition, constituting a 
definite clinical entity. 


REPORT OF A CASE 


A 49-year-old woman noted the sudden 
onset of the eruption approximately 15 
years ago. Initially, it was localized on the 
extensor aspects of the legs and arms. It 
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remained unchanged and unresponsive to 
therapy until a few years ago, when there 
was a gradual spread to the thighs, but- 
tocks, and larger areas of the arms and 
legs. The eruption has always been asymp- 
tomatic, with no seasonal variation. It pro- 
duced no atrophy or scarring. 

Past history included the excision of 
"growths" from her larynx 28 years ago; a 
bilateral salpingo-oophorectomy and hys- 
terectomy because of endometriosis and 
ovarian cysts 26 years ago; essential labile 
hypertension of ten years' duration; and 
an episode of pancreatitis nine years ago. 
She had been taking replacement estrogen 
for 26 years. Family history indicated the 
presence of adult-onset diabetes in her 
mother. No other family members had any 
similar skin disorders, and there was no 
history of psoriasis or atopy. 

A review of symptoms revealed occa- 
sional angina and arthralgias of the knees 
and hands. She did not drink alcoholic bev- 
erages, but she smoked two packs of ciga- 
rettes a day. No hobbies or suspect contact 
allergens that might be contributory fac- 
tors were discovered. 

Temperature, pulse rate, respiratory 
rate, and blood pressure were normal. The 
only abnormalities were in the skin and 
nails. Numerous keratotic, red-to-vio- 
laceous papules were symmetrically dis- 
tributed over the thighs, buttocks, knees, 
legs, ankles, and the entire length of the 
extensor aspects of the arms (Fig 1). A few 
red, scaly papules were present below the 
eyes, on the upper lip, and on the nose. In- 
dividual papules ranged from 3 to 10 mm. 
Many of the papules formed a reticulated 
network over the thighs and upper parts of 
the arms (Fig 2). In some instances, they 
resembled linear, Kóbner-like responses. 
Around the ankles and elbows, several of 
the papules had coalesced into keratotic 
nodules (Fig 3). The palms, soles, scalp, 
and mucous membranes were uninvolved. 
All the fingernails showed a yellow-brown 
discoloration and separation distally of the 
nail plate from the nail bed. Subungual, 
keratinous debris or pitting was not pres- 
ent. There was no lymphadenopathy or 
splenomegaly. 





The following laboratory studies dis- 
closed normal values: hemoglobin, hema- 
tocrit reading, white blood cell count, 
differential cell count, erythrocyte sedi- 
mentation rate, urinalysis, serum protein 
electrophoresis, serum calcium, serum in- 
organic phosphorus, serum total choles- 
terol, fasting blood glucose, serum uric 
acid, serum creatinine, serum total bili- 
rubin, serum lactic dehydrogenase, serum 
glutamic oxaloacetic transaminase, blood 
urea nitrogen, serum sodium, serum potas- 
sium, serum chloride, serum carbon dioxide 
content, serum amylase, serum lipase, se- 
rum total thyroxine, VDRL test for syphi- 
lis, antinuclear antibody, rheumatoid fac- 
tor, and lupus erythematosus cell test. 
Roentgenologic examinations of the chest, 
sinuses, hands, knees, spine, urinary tract, 
and upper and lower gastrointestinal 
tracts were normal, except for a small, 
sliding hiatal hernia. Results of potassium 
hydroxide examinations of nail clippings 
were negative for hyphae, and nail cul- 
tures showed no growth on Sabouraud 


Fig 1.—Bilateral, symmetrical distribution 
of papules over arms, buttocks, and legs. 
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Fig 2.—Linear, reticular distribution of keratotic papules over 


forearm. 


Fig 3.—Coalescence of keratotic papules over elbow. 


agar. Four biopsy specimens were ob- 
tained on two different occasions. The his- 
tological features included hyperkeratosis; 
focal parakeratosis; areas of both epider- 
mal atrophy and acanthosis; exocytosis; a 
band-like, predominantly lymphocytic in- 
filtrate in the upper part of the dermis; and 
a basal cell layer that showed foci of lique- 
faction degeneration (Fig 4 and 5). 

The following therapeutic modalities 
were ineffective: topically applied and in- 
tralesionally administered steroids, am- 
moniated mercury, salicylic acid, 0.1% an- 
thralin paste, 0.1% tretinoin cream, 0.396 
tretinoin lotion, 3% coal tar solution, 10% 
crude coal tar in hydrophilic ointment, 20% 
urea cream, 5% crude coal tar followed by 
blacklight exposure, prednisone (20 mg 
daily for four weeks), dapsone (100 mg 
three times a day for two weeks), tetracy- 
cline hydrochloride, erythromycin stearate, 
cloxacillin sodium monohydrate, and tri- 
amcinolone acetonide (40 mg administered 
intramuscularly on two occasions). 


COMMENT 


Confusion always arises when sim- 
ilar dermatoses are designated by 
different names. In 1886 and in 1895, 
Kaposi used the term lichen ruber 
moniliformis? and lichen ruber acu- 
minatus (verrucosus et reticularis)’ 
for a condition he believed to be a 
variant of lichen planus. Histological 
sections, however, when reviewed by 
Wise and Rein,’ failed to show the es- 
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tablished features of lichen planus. In 
their review of the literature up to 
1936, Wise and Rein cited 16 other 
cases in which names analogous to 
Kaposi's were used to describe similar 
cases. Although descriptions were 
sketchy and histological data were 
lacking in most of them, Wise and 
Rein did find six cases with histologi- 
eal features indicative of lichen 
planus and clinical lesions described 
as reticulated or anastomotic in char- 
acter. 

In 1938, Nékàm? described a woman 
with a retiform, keratotic eruption on 
the arms; erythema and scaling of the 
face, and a palmar, punctate kerato- 
derma. One of his histological sec- 
tions showed hyperkeratosis, epi- 
dermal atrophy, and a band-like, 
lymphocytic infiltrate hugging the 
epidermis. Although there was a re- 
semblance to previously reported 
cases that used Kaposi’s terminology, 
he thought his case was different and 
preferred the name  porokeratosis 
striata lichenoides. At a San Fran- 
cisco Dermatological Society meeting 
in 1945, Miller^ presented a woman 
with an asymptomatic eruption of 12 
years’ duration. This case presented 
the following features: erythema and 
scaling of the face; red and violaceous 
keratotic papules in a reticulated net- 


work over the extensor aspects of the 
arms; and discrete, keratotic papules 
on the buttocks. A biopsy specimen 
from the arm revealed a “lichen 
planus-like” reaction. 

In 1972, Margolis et al' described 
a man with a chronic, asymptomatic 
dermatitis of 15 years’ duration, con- 
sisting of a seborrhea-like eruption 
on the scalp, eyebrows, and upper lip, 
and keratotic, erythematous papules 
symmetrically distributed on the 
arms, legs, and buttocks. Many of the 
papules formed reticulated and linear 
configurations. Histologically, some 
of their sections showed the features 
of lichen planus. They thought it rep- 
resented a new entity, which they 
termed keratosis lichenoides chronica. 

Most recently, at the 54th annual 
meeting of the British Association of 
Dermatologists, MacDonald and Wil- 
liams’ presented a woman with an 
asymptomatic, erythematous, scaly 
dermatitis on the eyebrows, forehead, 
and nose, and a reticular, hyper- 
keratotic eruption on the arms and 
legs of about 17 years’ duration. They 
described their biopsy findings as 
characteristic, but not diagnostic, of 
lichen planus. 

Our case also presents a woman 
with an erythematous, scaly facial 
eruption involving the upper lip, nose, 
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Fig 4.—Hyperkeratosis with small foci of parakeratosis; atrophy of 
epidermis with liquefaction of basal cell layer and band-like, pre- 
dominantly lymphocytic, infiltrate in upper part of dermis (hema- 
toxylin-eosin, original magnification x 45). 


and periorbital region, with keratotic 
papules on the extremities forming 
reticulated and linear configurations. 
Like previously cited cases, it was 
chronic (of 12 years' duration) and un- 
responsive to all therapeutic at- 
tempts. Biopsy sections were inter- 
preted by three different pathologists 
as suggestive of lichen planus. The 
biopsy specimens showed hyperkera- 
tosis with slight focal parakeratosis; 
epidermal atrophy, as well as acan- 
thosis; exocytosis; foci of liquefaction 
degeneration of the basal cell layer; 
and a band-like, predominantly lym- 
phocytic infiltrate in the upper part of 
the dermis. 

In summary, our review indicates a 
group of cases in which a similar con- 
stellation of clinical features occurs 
and in which the histological picture 
is suggestive of lichen planus. The 
main feature is an asymptomatic, 
chronic eruption resistant to therapy 
and not productive of scarring or at- 
rophy. The primary lesions are red to 
violaceous, keratotic papules, which 
are distributed primarily over the ex- 
tremities in a reticulated pattern. An 
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accompanying feature appears to be 
an erythematous, scaly facial derma- 
titis. Other individual features re- 
ported include palmar punctate in- 
volvement, inflammation of the 
epiglottis, and, in our case, dys- 
trophic fingernails. 

Although a histological resemblance 
to lichen planus has been repeatedly 
noted in previous reports, the clinical 
picture has not been identified as 
lichen planus; there is no well-de- 
scribed variant of lichen planus with 
the keratotic, reticulated features 
that this condition displays. On the 
basis of the histological features, 
however, it is tempting to speculate 
that perhaps this condition repre- 
sents a variant of lichen planus. Wise 
and Rein‘ described similar cases 
with reticulated papules and the 
microscopical features of lichen 
planus. That the histological features 
may not be themselves diagnostic is 
not unlike the case of hypertrophic 
lichen planus, in which histological 
study may show chronic dermatitis. 
One may also argue that the same mi- 
croscopical features may be seen in 





vu HM. e 
Fig 5.—Hyperkeratosis, acanthosis, and hypergranulosis alternat- 
ing with epidermal atrophy (hematoxylin-eosin, original magnifi- 
cation x 90). 


lupus erythematosus. However, the 
lack of symptoms, atrophy, and scar- 
ring, as well as the absence of labora- 
tory abnormalities, makes such a 
diagnosis unlikely. 

The combined clinical and histologi- 
cal features appear to make this con- 
dition a unique, specific dermatologic 
entity that cannot easily be fitted 
into the categories of other well-de- 
scribed disorders. 
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Hereditary Phlebectasia of the Lips 






William B. Reed, MD 


C50 € A new hereditary syndrome is de- 
scribed in three, perhaps four gener- 
ations, with a male-to-male transmission 
. that denotes an autosomal dominant in- 
v. heritance. Usually after the age of 40, 
there is a swelling of the lower lip by vari- 
cosities, a phenomenon usually seen in 
. older individuals. Ten individuals have 
had this disorder. They do not seem to 
have any of the hereditary disorders that 
cause vascular changes in the lips, al- 
though the autosomal dominant disorder, 
Rendu-Osler-Weber syndrome most re- 
sembles this disease. 
' (Arch Dermatol 112:712-714, 1976) 


oe possibly new hereditary disorder 
oO LA can be elicited by a cooperative 
patient who will give valuable service 
‘to the physician who will listen. In 
fact, several disorders, phenylketo- 
nuria and Hartnup disease, were dis- 
covered in part by the mothers of the 
affected infants. 

- In 1962, a woman stated that she 
_and her family had a familial disorder 
of progressive varicosities of the lips. 
She was the most affected. Inquiries 
as to whether this disorder had been 
previously reported gave negative re- 
plies, as did questions regarding a 
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" | An Autosomal Dominant Disorder 


history of genetic disorders. A male- 
to-male transmission is noted, denot- 
ing an autosomal transmission (Fig 
1). 


REPORT OF A CASE 


A 67-year-old woman was seen in 1962 


for the previously mentioned proolem, 
which she stated was familial. She had 
rheumatic heart disease, with damage to 


the mitral valve. Fifteen years ago she had 
a plastie valve placed in the mitral area 
and is now perfectly well, without any car- 
diopulmonary disease. At the time o? sur- 
gery, she had frequent nosebleeds, whieh 
she states came from her heart disease. 
After surgery, the patient had no nose- 
bleeds. None of the affected members of 
her family has had nosebleeds. 

After surgery, the varicosities became 
more progressive, with upper lip involve- 
ment. Upper lip involvement had been a 
minor involvement in only a few members 
of her family, but all of them have involve- 


ment of the lower lip, with increasing 


prominence with aging. For the most part, 
the varices have been in the posterior part 
of the lip (Fig 2). 

The family tree is extensive, and the in- 
volvement starts after 40 and then be- 
comes progressive; thus, members in the 
younger age group may later develop the 
condition. She was presented to the Octo- 
ber 1974 meeting of the Los Angeles Der- 
matologic Association, where she showed 


photographs of the faces of her Zamily. 


Nobody at this meeting had seen a patient 
with a similar history. Her younger sister 
had a hemangiona on the tongue (Fig 3). 
Another sister confirmed the family trait. 


COMMENT 


The oral mucosa, especially that of 
the tongue, may become the site of 
enlarged and tortuous veins. The con- 
dition could be phlebectasias, varices, 
or varicosities. The condition is usu- 
ally seen in patients over the age of 
40. The lesions consist of clusters of 
dilated veins of a purplish color on the 
ventral surface of the tongue, and 
sometimes on the floor of the mouth.’ 
Varicosities are not interdependent 
with cardiac pulmonary disease? My 
patient developed her varicosities af- 
ter her mitral valve had been re- 
paired. A varicosity of the skin can be 
seen in older patients who have ex- 
posed the lips excessively to the sun, 
or in chronic lip biters. None of these 
conditions has been described as a he- 
reditary disorder. 

Vascular abnormalities of the lip 
ean occur in the following disorders: 
Rendu-Osler-Weber syndrome, Fabry 
disease, and perhaps blue rubber bleb 
nevus syndrome, all of which are he- 
reditary disorders; and Sturge-Kali- 
scher-Weber syndrome, which is a 
congenital disorder. _ 

In the hereditary hemorrhagic te- 
langiectasia of Rendu-Osler-Weber 
syndrome, there are small arteriove- 
nule malformations that can occur in 
the mouth, gastrointestinal tract, 
lungs, and mucosa of the nose and 
other organs. However, these are 
small red telangiectasias that usually 
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Fig 1.—Hereditary phlebectasia of lips and mucous membranes. 
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Fig 2.—Left, Frontal view of patient with varicosities of lips. Right, Lateral view. 


cause no real malformation of the lips. 
Gastrointestinal and nasal mucosal 
bleeding is a constant problem.** 
Microscopically, the blood vessels are 
dilated, with little supportive stroma 
around them. By electron microscop- 
ical examination, I found that in one 
patient there were gaps in the endo- 
thelial lining of the vessels similar to 
a patient studied by Hashimoto and 
Pritzken,! but not seen in a patient 
studied by Jahnke.’ This is an auto- 
somal dominant disorder. 

In Fabry disease (angiokeratoma 
corporis diffusum), there may be mul- 
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tiple telangiectases on the outer sur- 
face of the lips. This is an x-linked 
disorder, a mucolipidosis character- 
ized by the accumulation of the gly- 
cosphingolipid trihexosyl ceramide.*’ 

Finally, in blue rubber bleb nevus 
syndrome there are multiple cav- 
ernous hemangiomas of the skin and 
the whole gastrointestinal tract.** 
However, whether the lips can be af- 
fected has not been reported, but 
could be expected since they may be 
found in the oral mucosa (A. Cordero, 
MD, oral communication, December, 
1974). 





+ + 


SF 





In the Sturge-Kalischer-Weber 
syndrome (encephalofacial angioma- 
tosis), a nevus flammeus must be of 
the upper part of the face (in the dis- 
tribution of the ophthalmic branch of 
the fifth cranial nerve). However, 
both the head and the lips may be the 
seat of vascular hyperplasia, the color 
being more red than the surrounding 
mucosa.’ This is a congenital anomaly 
of embryonic origin and is not associ- 
ated with the trigeminal nerve. 

The patient and her family have 
never had any gastrointestinal bleed- 
ing, as seen in Rendu-Osler-Weber 
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Fig 3.—Hemangioma on tongue of younger sister of patient in Fig 2. No swelling of lips is 


noted. 


disease or blue rubber bleb nevus syn- 
drome. Vascular tumors in the gas- 
trointestinal tract may be seen with 
Maffucci disease, a congenital dis- 
order associated with osteochondro- 
mas of the bone and hemangiomas of 
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the skin.'^" Malignant neoplasms up 
to 20% may be seen in this disorder, 
usually with the development of 
chondrosarcomas. 

In my experience, hereditary mul- 
tiple glomus tumors do not appear to 
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be associated with hemangiomas in 
the gastrointestinal tract. 

A girl with well over 100 nontender 
glomus tumors had had a neurogan- 
glioma removed at age 7. She had an 
emergency appendectomy at age 11. A 
search was made for hemangiomas in 
the gastrointestinal tract, with nega- 
tive results. The question of whether 
patients with the multiple glomus 
tumors of the skin would have gas- 
trointestinal lesions was asked several 
years ago at the Academy of Derma- 
tology meeting at a clinical pathology 
meeting. The question probably still 
remains unanswered, and I doubt the 
association after observing six of 
these patients. In this disorder, the 
defect may be due to premature aging 
of the connective tissue of the oral and 
lip mucosa, thus producing these large 
varices, but one 17-year-old boy may 
have developed a hemangioma on the 
lip. The woman reported herein is the 
most severely affected, and it can 
probably be assumed that her mitral 
stenosis could have contributed. Al- 
though she denies that the lips have 
grown larger since surgery 15 years 
ago, I believe that enlargement has 
occurred (Fig 2 and 3). 
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Alopecia With Fibrous Dysplasia and 


Osteomas of Skin 


LA Sign of Polyostotie Fibrous Dysplasia 


ET Watter B. Shelley, MD, Margaret Gray Wood, MD 


¿e Localized alopecia of the scalp 
proved to be the cutaneous sign of under- 
dying. polyostotic fibrous dysplasia (Al- 


bright disease). Histologically, the hair 


follicles had been replaced by a strange 
. coil of fibrous tissue. Some of these folli- 
cular sites showed ossification so promi- 
nent as to be evident in soft tissue roent- 
genograms. 

In this patient, the skin itself showed a 
fibrous dysplasia analogous to that which 
has always been identified as occurring 
within the bones in Albright disease. In 
her skin, it is the hair follicle that is the 


Nhe cutaneous signs of internal 
disease afford the knowledgeable 
physician considerable edge in diag- 


.... nostic skill. One of these signs, brown- 
aes ish patches of hyperpigmentation, has 


ted clinicians since 1987' to the 
esence of a disseminate cystic 
«disease of bones—polyostotie fibrous 
- dysplasia. Described by Albright, 
these brown patches appear in infan- 
cy, are few in number, are often 
segmental or unilateral, and although 
of variable size, tend to be large. A 
singular feature is their sharply 
serrated margin, poetically likened to 
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site of this dysplasia. 

The appearance of ossification in the 
skin and fibrous dysplasia in the bone 
would seem to demonstrate a delicate 
equilibrial balance between fibrous and 
osteal tissue in organs of a common 
mesenchymal origin. 

Localized connective tissue stromal 
dysplasia is believed to play a role in the 
pathogenesis of not only the bony, but 
also the pigmentary and endocrine abnor- 
malities of the disease. 

(Arch Dermatol 112:715-719, 1976) 


the eoastline of Maine. They occur in 
fully a third of the patients. Aside 
from evidence of sexual precocity, 
such localized hyperpigmentation has 
been the solitary external sign of frac- 
ture-prone cystic bones. 

The present study details a new and 
possibly overlooked pathognomie sign 
of Albright disease, ie, hair loss. Study 
of this in turn disclosed a mesen- 
chymal dysplasia common to the 
lesions in both the skin and the bone. 
Indeed, the interrelationship was 
dramatized by a recognition that our 
patient's bone was turning to skin 
(fibrous dysplasia) and her skin to 
bone (osteoma formation). 


REPORT OF A CASE 


For the past ten years, a 48-year-old 
woman had noted a gradually enlarging 
area of hair loss on the right side of the 
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crown of her scalp. Actually, since child- 
hood, the patient had had a small asympto- 


matic stationary patch of alopecia in this | 


area. In the last ten years the loss. ex- 
tended, producing a large circular area of 
total alopecia. Surrounding this was an 
additional zone with thinning of the hair 
and localized scaling (Fig 1). There had 
been no change in hair pigmentation. Con- 
current with the sealp hair loss, the patient 
noted ipsilateral loss of pubic and axillary 
hair as well as eyelashes. 

The patient had had frequent fractures 
of her right leg as a child, which led to the 
diagnosis of polyostotie fibrous dysplasia 
(Albright disease), confirmed by a bone 
biopsy specimen and by the presence of a 
large segmental brown patch of pigmenta- 
tion over the right scapula. Multiple bone 
grafts were without effect, and ultimately, 
midthigh amputation of the right lez was 
performed when she was 16 years old. 
There was no history of sexual precocity, 
with menarche occurring at age 12. 

Four years ago, she developed multiple 
subcutaneous nodules on the right thigh. A 
biopsy specimen revealed the presence of 
fibro-fatty tissue with many dilated thin- 
walled channels that were free of content. 
A histologie diagnosis of lymphangioma 
was made. 

Examination of the right side of the 
erown of the sealp revealed à nontender 
cireular area of total hair loss measuring 
about 8 em in diameter. There was no 
evidence of scarring. Rather, the area was 
soft and slightly raised. There was a 
surrounding zone several centimeters wide 


in which the hair was sparse and the skin 


showed severe dry white scaling. Else- 










Fig 1.—Note large circular area of total alopecia and peripheral zone of sparsely 
distributed scalp hair. 





Fig 2.—Roentgenogram of same area of skull but with soft tissue technique. Note 
multiple pale opacities (ectopic bone) in soft tissue, limited to skin subjacent to alopecic 
area. 





Fig 3.—Routine roentgenogram of skull underlying alopecic area. Note elevated flat 
tabling and cyst formation in bone beneath alopecic area of scalp. 


where, the hair growth was normal and the 
scalp healthy. Microscopic examination of 
plucked hairs from the zonal area of thin- 
ning showed normal telogen hairs. 

The right axilla showed only four long 
black hairs, in contrast to a normal growth 
of hair in the left axilla. The pubic hair was 
noticeably less on the right than on the left 
side, and focal loss of eyelashes was seen on 
the right upper eyelid. In the right axilla, 
there was a linear band of pigment, 
showing an irregular margin. The large 
café-au-lait spot over the right scapula that 
was recorded by her physician ten years 
before had disappeared. 

An x-ray film of the skull revealed a 
normal sella turcica, and a bone survey 
showed changes in the right clavicle, 
consistent with a diagnosis of polyostotic 
fibrous dysplasia. Severe scoliosis was 
seen, as well as Madelung deformity of the 
right wrist. Unusual soft tissue cystic areas 
were seen in the films of the right forearm. 
X-ray examination of the alopecic area 
revealed multiple discrete foci of opacity 
with soft-tissue technique (Fig 2), and an 
elevated flat tabling with cysts in the 
underlying skull plate was seen on routine 
roentgenograms (Fig 3). Follow-up exami- 
nations during a period of one year showed 
no detectable change in the process. 

Results of blood studies, including 
calcium, phosphate, and alkaline phospha- 
tase, were found to be normal. 

Four specimens were removed from the 
area of alopecia. Serial sections were cut 
and examined by means of hematoxylin- 
eosin stain, toluidine blue, pH 1.7, Verhoeff 
elastic tissue stain, Von Kossa stain for 
calcium, Hale stain, and the Alcian blue- 
PAS technique. 

The epidermis was thinned. The rete 
ridges were maintained and there was 
widening of the papillary processes. No 
functional terminal hair follicles were 
identified. A few vellus follicles with well- 
developed sebaceous glands were present. 

At intervals, there were linear areas of 
fibrous tissue hyperplasia extending from 
the epidermis into the subcutaneous tissue, 
tracing the course of the lost follicular 
structures. These thick elongated areas 
differ from the usual connective tissue 
sheath of the telogen follicle by the thick- 
ness of the tracts, an increased cellularity 
and vascularity, and the relatively haphaz- 
ard orientation of the fibrocytes (Fig 4, 
left). They also differ from the dense, 
elongated, narrow, relatively acellular fi- 
brous tissue tract that replaces the folli- 
cular structure in pseudopelade (Fig 4, 
right). 

Small osteomas were scattered through- 
out the tissue (Fig 5), but always in asso- 
ciation with this cellular fibrous tissue and 
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Fig 4.—Left, Histology of hair loss: linear bands of loose connec- 
tive tissue surrounding and replacing the follicular structure 
(hematoxylin-eosin, original magnification x 130). Right, Control 
specimen from another patient: scarring type of alopecia (pseu- 


usually found at the base of the fibrous 
tract at the dermal-subcutaneous junction. 
In one instance, an osteoma was found 
high in the connective tissue tract, close to 
the epidermis (Fig 6). In areas where 
osteomas were not present, small aggrega- 
tions of cells were sometimes found asso- 
ciated with basophilia, suggesting early 
calcification (Fig 7). Frequently, the osteo- 
mas were displaced or removed during 
sectioning of the tissue, leaving large or 
small holes (Fig 8). In one instance, a small 
area of early calcification was identified 
within the fibrous tissue by the Von Kossa 
stain. The osteomas also stained by the 
Von Kossa technique. 

Neither the Hale stain nor the Alcian 
blue stain revealed any appreciable in- 
crease in acid mucopolysaccharides. The 
distribution of PAS-positive material was 
within normal limits, and positive granules 
were present within the sweat glands. 
Elastic tissue fibers were absent or poorly 
developed within the connective tissue 
tracts. Where follicular strueture was still 
present, the elastic tissue was clumped in 
tight opposition to the follicular epithe- 
lium, with loss of fibers in the surrounding 
connective tissue sheath. The toluidine blue 
stain revealed a heavy concentration of 
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mast cells in the connective tissue tracts, 
but no substantial increase in absolute 
number. 

No hair growth could be induced in the 
alopecia area of the scalp by topical steroid 
treatments during a period of several 
months. 


COMMENT 


To our knowledge, this is the first 
time hair loss has served as a marker 
for polyostotic fibrous dysplasia. No 
prior abnormalities of hair have been 
observed, with the exception of hyper- 
pigmentation of the shaft, analogous 
to that seen in the classic melanotic 
macule. Interestingly, scalp hair has 
been recorded as a genetic marker in 
at least eight syndromes with skeletal 
defects.’ But in these, the indices are 
sparseness, thinness, and fragility, 
rather than the bald spot we observed 
in our patient. 

We could not precisely characterize 
the hair loss on clinical inspection, 
although the inner circle was com- 
pletely bald as in alopecia areata. 
Although progressive, it did not have 
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dopelade). Contrast density of linear band of fibrous tissue 
replacing follicular structure in this condition with loose fibrillar 
connective tissue seen in Fig 4, left (hematoxylin-eosin, original 
magnification x75). 
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the irregular extensions of "false 
alopecia areata" (pseudopelade), but 
rather a penumbra of thinning hair 
with severe superficial scaling. There 
was no sign of scarring or tightening 
of the skin. In fact, the central 
alopecic area was raised, and felt soft 
and compressible. 

The relationship of the alopecia to 
Albright disease was remarkable. One 
notes that all of the bone lesions, as 
well as the areas of hair loss in the 
scalp, axilla, pubic area, and eyelid 
were only on the right side. A skull 
plate made it evident that on the scalp 
not only was there unilateral but focal 
concordance as well. 

The biopsy specimen suggests that 
this distinctive hair loss may be spe- 
cifically related to the characteristic 
dysplastic process hitherto described 
only in the bony tissue. The thick, 
loose, adventitial connective tissue’ 
eventually replaces the hair follicle, 
leading to irremediable permanent 
loss of hair. We were not seeing the 
gross or microcicatricial scarring: alo- 


Alopecia With Fibrous Dysplasia—Shelley & Wood 717 


V. 


E 


Fig 5.—Osteoma at base of replacement connective tissue column (hematoxylin-eosin, 
original magnification X 130). 


pecia, but rather an active dysplastic 
proliferative process. We believed 
that this unique coil of connective 
tissue was a cutaneous analogue of the 
fibrous dysplasia that proliferates and 
eventually replaces the normal bone 
elements.’ It is not a malignant prolif- 
eration,’ but is a form of a benign 
overgrowth or hyperplasia, under con- 
trols as yet inscrutable in both the 
skin and bone.’ 

The most dramatic finding in the 
biopsy specimens of the alopecic areas 
of the scalp were focal areas of calci- 
fication and bone formation. These 
were equally evident on the soft tissue 
roentgenograms. It was only on dem- 
onstration of the numerous foci of 
calcification in the roentgenogram 
that the extensive involvement of the 
follicular structures was realized. 
Many of the small osteomas had been 
torn out of the tissue during process- 
ing, so that only spaces remained that 
suggested artifact rather than the 
true change. The osteoma formation 
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was strikingly limited to the base of 
the follicular areas. 

The appearance of ectopic bone is 
not rare, being seen in nevi, basal cell 
epitheliomas, and postinflammatory 
scarring. Interestingly, cutaneous 
bone formation is also seen in yet 
another totally different hereditary 
osteodystrophy described by Al- 
bright." In the present setting 
however, bone formation in the skin 
has special implications. It must be 
recalled that in the normal situation, 
bone is continuously undergoing re- 
structuring. This is accomplished by 
reabsorption of existing bone tissue, 
followed by proliferation of mesen- 
chymal tissue (collagen) and subse- 
quent recalcification. It would appear 
that the equilibrium between fibrous 
tissue and bone formation is a delicate 
one, capable of shift in either direc- 
tion. In the bony lesions of Albright 
disease, mature bone tissue continues 
to be formed, but the shift is toward 
fibrous dysplasia, and mature bone is 





Fig 6.—Large osteoma aaa in connective 
tissue replacement coil (hematoxylin- 
eosin, original magnification x 75). 


gradually displaced by overgrowth of 
the dysplastic fibrous tissue. In the 
skin lesions of our patient, the 
dysplastie fibrous tissue surrounding 
and replacing the follicular structures 
apparently still maintains the ability 
to form or institute the formation of 
bone tissue. It is important to note 
that bone and skin are the only two 
organs in the body showing constant 
revision, regrowth, and replacement. 
Indeed, the interrelationship of the 
alopecia and the fibrous dysplastic 
change of the bone is especially close 
in the scalp, since the skull plate is 
membranous bone formed between 
collagenous sheaths. 

An additional observation was the 
presence of an unusually thick panni- 
culus in the tissue taken from the 
central alopecic site. We were seeing a 
lipodysplasia—another mesenchymal 
deviant; The  lipomatous tissue 
showed a remarkably intense yellow 
color when viewed grossly. Notewor- 
thy is the fact that at least three 
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Fig 7.—Early organization of follicular 
replacement connective tissue. In area at 
lower left there was basophilia, presum- 
ably a nidus for calcification (hematoxylin- 
eosin, original magnification X 250). 


patients with fibrous dysplasia have 
been reported to have developed myx- 
omas in the skin overlying the site of 
the bone change. We found no 
evidence of this type of benign mesen- 
chymal mucoid neoplasm in our biopsy 
specimens. Our patient did, however, 
have lymphangiomas in the stump of 
the amputated leg, previously demon- 
strated by biopsy. 

The nature of all these changes in 
the skin as well as the bone is inscru- 
table. Possibly, it is an embryologic 
disturbance as suggested originally, 
but it would seem to be a delayed 
anomaly, since recent studies indicate 
that striking changes will occur in the 
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Fig 8.—Connective tissue sheath showing tear-like defect produced by dislodgment of - 
osteoma during sectioning (hematoxylin-eosin, original magnification X 240). 


scalp hair patterning if there is inter- 
ference with the underlying tissue 
prior to the downgrowth of follicles in 
the first three months.'* No pattern- 
ing change could be discerned in our 
patient. 

The observations we have made 
suggest that subtle changes in the 
follicular stroma may have profound 
long-term effects on the hair follicle. 
This adventitial stroma is continuous 
with the papillary stroma and simi- 
larly localized, but less obvious 
changes in the papillary stroma may 
account for the classic cutaneous sign 
of Albright disease—localized hyper- 
pigmentation. The jagged edging of 
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VECTRIN Capsules, 100 mg 
(minocycline HCI capsules, USP) 
Brief Summary of Prescribing Information 


Indicated in severe acne as adjunctive therapy. Consult 
package insert for complete prescribing information. 


Contraindication: Hypersensitivity to any tetracycline. 


Warnings: When need for intensive treatment outweighs 
potential dangers, perform renal and liver function tests 
before and during therapy. also follow serum concentra- 
tions. In renal impairment, usual doses may lead to 
excessive accumulation and liver toxicity. Under such 
conditions, use lower total doses, and, in prolonged 
therapy, determine serum levels. The use of tetracyclines 
during tooth development (last half of pregnancy, infancy, 
and childhood to the age of 8 years) may cause permanent 
discoloration of the teeth (yellow-gray-brown). This is 





more common during long-term use but has been observed 
following repeated short-term courses. Enamel hypoplasia 
has also been reported. Tetracyclines, therefore 

should not be used in this age group unless other drugs 
are not likely to be effective or are contraindicated 
Photosensitivity manifested by an exaggera'ed 

sunburn reaction has been observed in some 
individuals taking tetracyclines. Advise patiants apt to 
be exposed to direct sunlight or ultraviolet light that 
Such reaction can occur, and discontinue treatment at 
first evidence of skin erythema. Studies wit 

minocycline HCI indicated that photosensitivity did 

not occur. However, reports have been received 

In patients with significantly impaired renal function 

the antianabolic action of tetracycline may cause 

an increase in BUN leading to azotemia, hyperphos- 
phatemia, and acidosis. CNS side effects: (light- 


headedness, dizziness, vertigo) have been reported, 
may disappear during therapy, and always disappear 
rap:dly when drug is discontinued. Caution patients who 
experience these symptoms about driving vehicles 

or using hazardous machinery while taking this drug. 
Pregnancy: In animal studies, tetracyclines cross 

the placenta, are found in fetal tissues, and can have 
toxic effects on the developing fetus (often related 

to retardation of skeletal development). Embryotoxicity 
has been noted in animals treated early in pregnancy 
The safety of minocycline HCI for use during 

pregnancy has not been established. Newborns, k 
infants, and children: A!! tetracyclines form a stable 
calcium complex in any bone-forming tissue. 
Prematures, given oral doses of 25 mg/kg every six 
hours, demonstrated a decrease in fibula growth rate, 
reversible when drug was discontinued. Tetracyclines 
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are present in the milk of lactating women who 

are taking a drug in this class 

Precautions: Use may result in overgrowth of non- 
susceptible organisms, including fungi. If superinfection 
occurs, antibiotics should be discontinued and 
appropriate therapy instituted. In venereal diseases when 
coexistent syphilis is suspected, darkfield examination 
should be done before treatment is started and blood 
serology repeated monthly for at least four months 
Patients on anticoagulant therapy may require downward 
adjustment of such dosage. Test for organ system 
dysfunction (eg, renal, hepatic, and hemopoietic) in 
long-term use. Treat all group A beta-hemolytic 
streptococcal infections for at least 10 days. Avoid giving 
tetracycline in conjunction with penicillin 


Adverse Reactions: Gl: Anorexia. nausea, vomiting 
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diarrhea, glossitis, dysphagia, enterocolitis. inflammatory 
lesions (with monilial overgrowth) in anogenital region 
Skin: Maculopapular and erythematous rashes 
Exfoliative dermatitis (uncommon) Photose isitivity IS 
discussed above. (See Warnings.) Renaltoxicity: Risein 
BUN, dose-related. (See Warnings ) Hypersensitivity 
reactions: Urticaria, angioneurotic edema, anaphylaxis 
anaphylactoid purpura, pericarditis, exacerbation of 
systemic lupus erythematosus. In young infants, bulging 
fontanels have been reported following full therapeutic 
dosage. disappearing rapidly when drug was dis- 
continued. Blood: Hemolytic anemia, thrombocytopenia 
neutropenia, eosinophilia. CNS: (See Warnings.) When 
given over prolonged periods, tetracyclines may 
Produce brown-black microscopic discoloration of 
thyroid glands; no abnormalities of thyroid function 
studies are known to occur 


NOTE: Concomitant therapy: Antacids containing 


aluminum, calcium, of magnesium impair absorption; do 


not give to patients taking oral tetracycline. Studies to 
date indicate that absorption of VECTRIN (minocycline 
hydrochloride) is not notably influenced by foods and 
dairy products 


Full prescribing information available upon request. 
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News and Information from the American Academy of Dermatology 


Two Cancer Researchers Named to 
Receive 1976 AAD Gruber Awards 


Two internationally-known cancer researchers—one in 
Wisconsin, the other in California—have been named 
recipients of the 1976 American Academy of Dermatology 
Lila Gruber Awards. 

Charles Heidelberger, Ph.D., Madison, Wisc., will receive 
the Lila Gruber Honor Award “for major contributions to 
the understanding of cancer.” Dr. Heidelberger has been 
affliated with the McArdle Laboratory for Cancer 
Research for 25 years. He is the American Cancer Society 
Professor of Oncology at the University of Wisconsin’s 
McArdle Laboratory for Cancer Research and Associate 
Director of the Wisconsin Clinical Cancer Center. 

James E. Cleaver, Ph.D., San Francisco, Calif., will 
receive the Lila Gruber Research Award “to encourage 
active researchers working on problems related to cancer.” 
Dr. Cleaver, a native of England, is Professor of Radiology 
at the University of California, San Francisco, School of 
Medicine. He is affiliated with the university’s Laboratory 
of Radiobiology. 

Both Dr. Heidelberger and Dr. Cleaver will present 
special lectures at the opening session of the 35th annual 
meeting of the American Academy of Dermatology sched- 
uled for Dec. 4-9, 1976, at the Palmer House in Chicago, Ill. 
Their awards will be presented by Harry L. Arnold, Jr., 
M.D., Honolulu, Hawaii, president of the Academy. 

The Lila Gruber Cancer Research Awards Program was 
established in 1971 by the American Academy of Derma- 
tology. It is financed by an annual grant from the Lila 
Gruber Research Foundation. 

Previous recipients of the Lila Gruber Honor Award are 
Sol Spiegelman, Ph.D., New York, N.Y. (1972); Professor 
Jacques Lucien Monod, Paris, France (1973); Robert A. 


Good, M.D., New York, N.Y. (1974); and H. Sherwood 
Lawrence, M.D., New York, N.Y. (1975). Previously 
awarded the Lila Gruber Research Award were Judah 
Folkman, M.D., Boston, Mass. (1974), and K. Frank Austen,, 
M.D., Boston, Mass. (1975). . 


Dermatology Board Examinations 
Will Change Format This Year 

Oral examinations will be eliminated when the American 
Board of Dermatology (ABD) examinations are given Nov. 
22-23, 1976, in Chicago. Clarence S. Livingood, M.D., 
Detroit, Mich., Board Executive Secretary, has indicated 
that the orals will be replaced by a "practical examina- 
tion." 

Dr. Livingood said the same subjects that had been 
covered in the orals—clinical dermatology, therapy, micro- 
biology, internal medicine, dermatopathology, and aller- 
gy—will be included in the practical examination, with all 
candidates responding to prepared questions. 

The all-day practical examination will be divided into 
three parts; one third of the candidates will take the 
dermatopathology examination while another third is 
being tested in microbiology and the other third for other 
subjects. 

Format of the written examination will not be changed, 
but it will be given to all candidates at the same time 
during the two-day examination period. Testing will take 
place at the Holiday Inn, O'Hare-Kennedy Convention 
Complex, near Chicago's O'Hare Airport. 


Special Competence Exam Scheduled 


The Dermatopathology Committee—jointly established 
in 1973 by the American Board of Dermatology and the 
American Board of Pathology—has scheduled the next 
special competence in dermatopathology examination for 
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Nov. 21, 1976, at the same location as the ABD examina- 
tions~—the Holiday Inn, O'Hare-Kennedy Convention Com- 
pex. ^ |. 
Applications for the 1976 special competence exams will 
be accepted until July 1, 1976 (action on any applications 
received after that date will be deferred until 1977). 
© Information on the Board and special competence in 
dermatopathology examinations may be obtained by 
writing Clarence S. Livingood, M.D., Executive Secretary, 
American Board of Dermatology, Henry Ford Hospital, 
Detroit, Mich. 48202. 


Five Full Days of Dermatology 
Set for AMA Meeting in Dallas 


Coleman Jacobson, M.D., Dallas, Tex., ehairman of the 
American Medical Association's Section Council on Derma- 
tology (Figure) has announced that five full days of 
continuing education in dermatology is planned for the 
AMA Annual Convention in Dallas June 26 to July 1, 1976. 
The dermatologic activities will begin on Saturday, June 
26, and will conclude on Wednesday, June 50. 

Dr. Jaeobson said that two courses will be featured on 
Saturday and Sunday. A course on cutaneous surgery for 
the dermatologist, with Marvin E. Chernosky, M.D., Hous- 
ton, Tex., and Jerry D. Smith, M.D., Corsicana, Tex., as co- 
directors, is scheduled for the morning and afternoon on 
Saturday. 

A refresher course in dermatopathology, with Robert G. 
Freeman, M.D., Dallas, as director, will be held on Sunday 
afternoon. Also on Sunday will be a morning of live case 
presentations and an evening reception and dinner (with a 
guest speaker) at the Faculty Club of the University of 
Texas Southwestern Medical School. 

All day Monday and on Wednesday afternoon, three 
symposia are scheduled. Ralph H. Henderson, M.D., 
Atlanta, Ga., will chair a symposium titled "Practice and 
Progress in Sexually Transmitted Diseases" on Monday 
morning. James S. Taylor, M.D., Cleveland, is chairman of 
a symposium on occupational dermatology on Monday 
afternoon. Wednesday afternoon, a symposium on 





Coleman Jacobsen, MD, Dalias, Tex., chairman of AMA's Section 
Council on Dermatology. 


advances in therapy of skin diseases will be moderated by 
G. Thomas Jansen, M.D., Little Rock, Ark. 

Rounding out the five-day program will be a day and a 
half of general sessions. On Tuesday, there will be presen- 
tations of general papers and a special lecture on "Xan- 
thomas and Disordered Cellular Cholesterol Metabolism." 
Wednesday morning will also be devoted to general papers 
on dermatologic subjects. 


CORRECTION 
Signature Omitted.—The IN MEMORIAM on Anthony C. Cipollaro, MD, published in the 


January ARCHIVES (112:113-114, 1976), should have concluded with the following signa- 
ture: Vincent A. Cipollaro, MD, Cornell University Medieal Center, New York. 
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SUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.115 
DISTRIBUTOR IN CANADA 


`- How many of your patients can 
benefit from epidermabrasion? 


Most of them, probably. Because epidermabrasion is the controlled 
removal of the stratum disjunctum and other keratin excrescences 
of the stratum corneum. That will improve the texture and appearance 
of just about anyone's skin—on the face or other parts of the body. 


Epidermabrasion is ideally achieved with BUF-PUF* Nonmedicated 
Cleansing Sponge, a unique polyester fiber sponge that provides 
gently abrasive, thorough cleansing * 








Photomicrographs (100X) illustrate the smoother skin of a forehead treated once with BUF-PUF (left), 
compared with the dull, rough appearance of untreated skin (right).' 


US 


Consider BUF-PUF for these specific indications. 








* Acne—BUF-PUF promotes the * Keratosis pilaris—Daily use of ° di oo aara routinely 
drying and peeling—as well as BUF-PUF was found effective? in the and firmly, BUF-PUF has been found 
thorough cleansing —needed to help gradual removal of already formed to be a dramatically effective home 
manage acne. In clinical studies, use papules. Continued use helps prevent treatment for toughened, thickened, 
of BUF-PUF facilitated comedo the formation of new ones. calloused skin.? 


removal, helped prevent the formation 


nw BUF pus 


'From Orentreich, N. and Durr, N.P.: Epidermabra- D NT, AX i i i 

sion: Physical Mechanical Abrasion of the BES iL m Nonmedicated Cleansing Sponge 
Epidermis, Scientific Exhibit, Amer. Acad A LA of 

Dermatology, December 1974. Ge ig i S n c A 

"Data on file, Medical Department, Riker IM a Riker Laboratories, Inc. 

Laboratories, Inc NORTHRIDGE, CALIFORNIA 81324 COMPANY 
*Ideally suited for use with Buf™ Acne Cleansing Member Company 


Bar, a mild, nonirritating cleansing bar Certified Medical Representatives Institute, Inc 


ahead. 
Sc 


^ And smells 
the fragrance ` 
of agreat 


X shampoo. ` 


EXSEL® LOTION (selenium sulfide 2.5% 


Selenium sulfide doesn't have to sme 
like selenium sulfide. 

We found that out when we added lim 
fragrance to Exsel. 

And that little addition, along with Exse 
lathering capability and cos- | 
metic elegance, puts us a i 
good nose ahead of our 1 
well known competitor. 

Our consumer panels 
have told us that a pleasant 
fragrance is a significant 
factor in achieving selen- 
ium sulfide acceptance. 

You now have your pick 
of two fine lotions. 

But remember, Exsel is 
the one that smells nice. 
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HERBERT LABORATORIES/IRVINE. CA 


DERMATOLOGY DIVISION OF ALLERGAN 
PHARMACEUTICALS 
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Aquacare"^/HP Cream and Lotion give you 
a potent choice. Because Aquacare/HP is the 
only leading dry skin product with 1076 urea. 

It is urea that provides extra effectiveness 
to treat the wide range of dry skin indications 
that you see in your practice. 

And for all their potency, Aquacare/HP 


UREA 


E 
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Cream and Lotion, with increased emolliency, 
are as silky smooth and cosmetically elegant 
as any. 

Compared to all the other leading dry skin 
products around, the Aquacare/HP difference 
is 10% urea. 
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.. News and Notes 


International Symposium on Psoria- 

. Sis.—The Second International Sympo- 
sium on Psoriasis will be held at Stan- 

ford University from July 12 through 

15, 1976, and is eosponsored by the 
National Institute of Arthritis, Me- 
tabolism, and Digestive Diseases. The 
topies to be covered will inelude newer 
developments in basic biology, chem- 
istry, immunology, and genetics relat- 

ing to psoriasis; natural history and 
epidemiology of psoriasis; skin struc- 

. ture and function in psoriasis; and 
| ^ Aherapy for psoriasis-day care cen- 


p ^ ters, elimatotherapy, topical and sys- 


<- temic chemotherapy, and photochemo- 
therapy. The tuition is $200 ($100 for 
residents in training). The symposium 
is accredited by the Council on 
Medical Education of the American 
Medical Association, and it carries 
eategory 1 credit by California Medi- 
cal Association’s Certificate in Con- 
tinuing Medical Education. For fur- 
ther information, write to Paul H. 
Jacobs, MD, Department of Dermatol- 
ogy, Stanford University School of 
Medicine, Stanford, CA 94805, or tele- 
phone him at (415)497-6101. 








< Second Henry E. Michelson Memorial 

Lecture.—Richard B. Stoughton, MD, 

-head of the Division of Dermatology 

-at the Scripps Clinic and Research 

- "Foundation, La Jolla, Calif, will 
deliver the Memorial Lecture at the 
Second Henry B. Michelson Clinical 
and Scientific Seminar of the Minne- 
sota Dermatological Society to be held 
Friday, May 21, 1976, in Minneapolis. 
Presentations of dermatological inter- 
est and Dr Stoughton's lecture will be 
given in the morning; clinical case 
presentations and discussions will fol- 
low in the afternoon. Reservations 
and further information may be 
obtained from William C. Gentry, Jr, 
MD, Box 98, University Hospitals, 
Minneapolis, MN 55455. 
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Bibliography of Secondary Sources on 
the History of Dermatology. —Part 3 of 
the “Bibliography of Secondary 
Sources on the History of Dermatolo- 
gy” appears in the April issue of the 
International Journal of Dermatology 
15:206-214, 1976). This will contain 
books and chapters through 1975. 

Part 1, journal articles in English 
through 1972 appeared in the AR- 
CHIVES (108:351-356, 1973); part 2, A-L 
(111:1036-1048, 1975), and part 2, M-Z 
(111:1188-1199, 1975), also appeared in 
the ARCHIVES. 


Meeting.—The first meeting of the 
American Dermatologic Society for 
Allergy and Immunology will be held 
at the Royal Orleans Hotel, New 
Orleans, Sept 16-18, 1976. The purpose 
of this newly established society is to 
stimulate and disseminate interest 
regarding allergy and immunology, 
including both basic science and clin- 
ical aspects. This initial meeting will 
honor Dr Marion Sulzberger, pioneer 
in dermatologic allergy. The guest 
faculty, in addition to Dr Sulzberger, 
wil include Drs Don Abele, Gerald 
Kreuger, Mark Dahl, Steve Katz, 
Henry Jones, Larry Millikan, Kenneth 
Blaylock, Mike Fellner, John Hannif- 
in, Tom Provost, Bob Jordan, Dorothy 
Windhorst, and Mitchell Sams. Each 
will discuss a subject of current 
dermatologic interest, with specific 
immunologic correlation. 

The meeting registration fee is 
$165, which includes a $40 initial 
society membership. All registrants 
must be members in good standing. 
The $40 fee will be waived for resi- 
dents in training. 

Registration and hotel accommoda- 
tion information may be received by 
writing Earl J. Rudner, MD, Secre- 
tary-Treasurer, American Dermato- 
logie Society for Allergy and Immu- 
nology, 23077 Greenfield Rd, Suite 
335, Southfield, MI 48075. 


National Conference on Cancer Re- 
search.—The American Cancer Socie- 
ty-National Cancer Institute will hold 
its National Conference on Cancer 
Research and Clinieal Investigation 
from Sept 20 through 22, 1976, at the 
Chase-Park Plaza Hotel in St Louis. 

The site of the conference has been 
changed from the Regeney Hyatt 
Atlanta Hotel in Atlanta to the 
Chase-Park Plaza Hotel in St Louis. 
There has been no change in the date 
of the meeting. 

The purpose of this conference is to 
































































present important developments 
basic cancer research and to de 
strate the relationship of this-we 
clinical investigation. The s 
these new developments will 
ined in the rapidly expandin 
ence with combined the 
changing concepts of optit 
care generated by this aceu 
clinical experience will be. b: 
the attention of the medica: 
nity. Àn outstanding group: 
tory and clinieal investiga 
present their work, and there 
opportunity for discussion. a: 
Sessions are open to all m 
and students of the med 
dental professions. m 
This Continuing Medical : 
offering meets the crite 
hours of credit in catego 
Physician’s Recognition Aw: 
American Medical Associatio 
Program is acceptable for 15 ele 
hours by the American Acader 
Family Physicians and for CME. 
in category II-D by the America 
Osteopathic Association, -= = 
For further information, write 1 D 
Sidney L. Arje, MD, American Cancer | . 
Society, 777 Third Ave; New York, NY CONS 
10017. m 


incmahondt Sympos: oho H) 
and Disease, which is to be held June 
23-25, 1976, in Paris. Invited speakers 
to this symposium on the. relationship 
between HL-A and disease will De as 
follows: for basic principles, D. S 
fier, J. Klein, R. Payne, J. J. 
Rood, R. Céppellini, and C. A.C 
results already obtained, rS 
and P. I. Terasaki; clinical 
tions, J. Dausset; and fun i 
hypotheses explaining the associa- 
tions, R. Zinkernagel, W. F. Bodmer 
and D. B. Amos. | 

The workshop sessions will bring 
together biologists and clinicians of 
every specialty: rheumatology, D. . 
Brewerton and F. Delbarre; neurol- 
ogy, T. Fog and F. Lehermitte; derma- 
tology, E. M. Farber, J. Civatte, and J: 
Thivolet; endocrinology, J. Nerup and 
G. Cathelineau; gastroenterology, W. 
Strober, I. R. Mackay, J. P. Benhamou, 
and J. Rey; allergology, A. de Weck 
and M. N. Blumenthal; immunopathol- 
ogy, H. Kunkel and M. Seligm: 
malignant diseases, M. J. ng 
J. L. Amiel; other diseases, 
Morris and P. Royer. 


News and Notes 

















À special session will be devoted to 
discussion of the possible mechanisms 
of associations between HL-A and 
disease (H. O. MeDevitt and F. 
Jacob). 

For further information, write to 
Congrés Services, 1 rue Jules Le- 
febvre, 75009 Paris, France. 


Cutaneous Surgery for the Dermatol- 
ogist.—At the annual convention of the 
American Medical Association in Dal- 
las, June 26, 1976, an AMA postgrad- 
uate course on cutaneous surgery for 
the dermatologist will be conducted by 
the American Society of Dermatologie 
Surgery. The course will be held at the 
University of Texas Health Science 


: .^ Center at Dallas, with six total course 
hours. It is designed for general prac- 


titioners and dermatologists and is an 
American. Academy of Family Physi- 


a  eians elective; category 1, AMA Physi- 


cians Recognition Award credit is 
available with this workshop. The 


course will feature special presenta- 
= tions, question-and-answer periods, a 


laboratory workshop, panel diseus- 
sions, and problem-solving cases. A 
syllabus demonstrating different cu- 
taneous surgical techniques will be 
provided. The fee is $60. For registra- 
tion, contact Alice Harvey, Program 
Coordinator, 535 Dearborn St, Chica- 
go, IL 60610. 


Special Course.—The Massachusetts 
Institute of Technology, Cambridge, 
Mass, will sponsor a special summer 
course titled Ultrasound, Laser, Ul- 
. traviolet and Microwaves: Biophysical 
Basis, Hazards and Applications in 
Medicine and Industry from July 12 
through 16, 1976. | 

The course will emphasize practical 
considerations in safe and effective 
use of these modalities in medical and 
industrial practice, eg, methods and 
instrumentation for power measure- 
ment, calibration, dosimetry, com- 
pliance with federal and state regula- 
tions, and other factors. 

For further information, write to 
Director of Summer Sessions, Room 
E19-356, Massachusetts Institute of 
Technology, Cambridge, MA 02139. 


Graduate Research Training in Der- 
matology.—The Department of Der- 


matology at the University of Califor- . 


nia, San Francisco, is offering two to 
three positions for MDs or PhDs who 
need advanced researeh training in 
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dermatology research. The trainees 
must have an adequate background in 
the field of dermatology and, prefera- 
bly, have completed clinical training. 
They will be appointed to either a 
postgraduate research position or re- 
search assistant position, depending 
on their experience in clinical or 
research dermatology. Salary will be 
comparable to that of researeh train- 
ing fellowships from the National 
Institutes of Health. The period. of 
training will usually be one to two 
years. Either a signed consent form 
indicating that the trainee will teach 
or continue research in dermatology 
for a period equal to the award period 
or a letter of endorsement that 
guarantees a future position whereby 
the trainee might continue his or her 
research project is required. 

Please send all replies to Dr Kimie 
Fukuyama, Dermatology Research, 
1092 HSE, University of California 
Medical Center, San Franeisco, CA 
94143. 

Include (1) a curriculum-vitae, (2) a 
statement indicating the field of your 
research interest, and (3) two letters 
of recommendation. The University of 
California at San Francisco is an equal 
opportunity employer. 


Postgraduate Course in Dermal Pa- 
thology. The 18th annual Postgraduate 
Course in Dermal Pathology will be 
given Aug 22-27,1976. The course will 
be sponsored by the departments of 
dermatology and pathology, Skin and 
Cancer Hospital of Philadelphia, Tem- 
ple University School of Medicine, 
Philadelphia, and cosponsored by the 
American Society of Dermatopathol- 
ogy, Ine. This five-day course in 
dermal pathology has been offered for 
the last 17 years and is designed 
primarily for pathologists and derma- 
tologists interested in cutaneous path- 
ologic features and for physicians 
preparing for specialty boards. Em- 
phasis will be on reviewing the basic 
and modern concepts of dermal pa- 


thology, including anatomy, histologic 


studies, electron microscopy, histo- 
chemistry, cytodiagnosis, inflamma- 
tory dermatoses, granulomatous der- 
matoses, nevi and neoplasms, and re- 
ticuloendothelial and alterative der- 
matoses. 

For further informaticn, write to 
Waine C. Johnson, MD, Director of 
Laboratory, the Skin and Cancer 
Hospital of Philadelphia, 3322 N 
Broad St, Philadelphia, PA 19140. 
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HALOG* CREAM (Haicinonide Cream 0.1%) 


Each gram of Halog Cream (Halcinonide 
Cream 0.1%) contains 1 mg. halcinonide 
(9.176) ina cream base. 


INDICATIONS: This productis intended for 
topical application for adjunctive therapy 
and symptomatic relief of inflammatory 
manifestations of acute and chronic corti- 
costeroid responsive dermatoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in vaccinia, varicella, and 
in those patients with a history of hyper- 
sensitivity to any ofthe components of the 
preparation. This preparation is not for 
ophthalmic use. 


PRECAUTIONS: General — if local infection 
exists, suitable concomitant antimicrobial or 
antifungal therapy should be administered, 
it afavorable response does not occur 
promptly, application of the corticosteroid 
should be discontinued until the infection is 
adequately controlled. Although systemic 
side effects associated with absorption 

of topical corticosteroid preparations are 
rare, their possible occurrence must be 
kept in mind when these preparations are 
used over large areas or for an extended 
period of time. If irritation or sensitization 
develops, the preparation should be dis- 
continued and appropriate therapy insti- 
tuted. Although topical steroids have not 
been reported to have an adverse effect 
on pregnancy, the safety of their use during 
pregnancy has not been absolutely estab- 
lished; therefore, they should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 


Occlusive Dressing Technique — The use of 
occlusive dressing increases the percu- 
taneous absorption of corticosteroids; their 
extensive use increases the possibility of 
systemic effects. For patients with exten- 
sive lesions it may be preferable to use a 
sequential approach, occluding one portion 
ofthe body at a time. The patient should be 
kept under close observation if treated with 
the occlusive technique over large areas 
and over a considerable period of time. 
Occasionally, a patient who has been on 
prolonged therapy, especially occlusive 
therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 
Thermal homeostasis may be impaired if 
large areas ofthe body are covered. Use 
ofthe occlusive dressing should be dis- 
continued if elevation of the body tempera- 
ture occurs. Occasionally, a patient may 
develop a sensitivity reaction to a particular 
occiusive dressing material or adhesive and 
a substitute material may be necessary. If 
infection develops, discontinue the use of 
the occiusive dressing and institute appro- 
prate antimicrobial therapy. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, striae, skin atrophy, secondary 
infection, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. 
The following may occur more frequently 
with occlusive dressings: maceration of 

the skin, secondary infection, skin atrophy, 
striae, and miliaria. Contact sensitivity to a 
particular dressing material or adhesive 
may occur occasionaily (see PRECAUTIONS). 


For full prescribing information, consult 
package insert. 


HOW SUPPLIED: In tubes of 15 and 60g. 
andin jars of 240g. (80z.). 


S UIB ® The Pnhceless Ingredient of every product 
j is the honor and integrity of its maker ' ™ 


© 1976 ER Squibb & Sons, inc. 356-504 





Halog(Halcinonide 
Cream 0.1%) 


Eczematous Dermatitis After 6 days therapy with Halog Cream 








One Halog picture 


is worth 
a thousand words 





See adjacent SQUIBB column for brief summary 


Society Transactions 


. The Society Proceedings are edited by 
^ Dr Morris Waisman, 806 First Federal 
Bldg, 220 Madison St, Tampa, FL 33602. 
Transactions and photographs should be 
sent, in duplicate, directly to him. 


MANHATTAN DERMATOLOGICAL 
SOCIETY 
Jan 14, 1975 


Herbert J. Spoor, MD, Recorder 


Dermatitic Epidermal Nevus. Presented by 
JOHN W. DoucHERTY, MD. 


A 9-year-old Brazil-born girl was noted 
to have a 2-em erythematous, scaling 
papule on the right buttock shortly after 
birth. At 1 year of age, similar lesions were 
noted over the volar aspect of the medial 
three toes of the right foot. By age 5, the 
lesions became pruritic and increased to 
about 5 x 2 cm in a linear fashion parallel 
to the gluteal fold. A macular hypopig- 
mented linear streak that became more 
prominent with sun exposure was also 
noted at some time after birth. Treatment 
of the pruritic excoriated lesion of the right 
gluteal area consisted of topically applied 
steroids and coal tar cream, without 
success. 

When this child was presented to New 
York Hospital Dermatology Grand 
Rounds, the following differential diag- 
noses were offered (prior to biopsy): (1) 
dermatitic epidermal nevus, (2) nevus 
unius lateris, (3) lichen striatus, (4) linear 
lichen planus, (5) linear psoriasis, (6) atopic 
dermatitis, (7) neurodermatitis, (8) linear 
keratosis follicularis, (9) linear porokerato- 
sis. 

A skin biopsy specimen showed a patchy, 
sharply marginated, hypogranular para- 
keratosis alternating with orthokeratotic 
hypergranulosis. The upper dermis showed 
minimal perivascular lymphohistiocytic in- 
filtrate. 

The Figure shows a representative 
area. 


Discussion 


Dr Lewis SHAPIRO: This case fits into the 
category that has been reported several 
times, particularly in two papers in 1971, 
one by Kaidbey and Kurban and the other 
by Mehregan, on linear nevi that histologi- 
cally was suggestive of subacute to chronic 
dermatitis resembling psoriasis, with vari- 
able pruritus that was intense in some 
patients and unresponsive to any medical 
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modality. One of my patients had such 
severe pruritus that the lesion was surgi- 
cally excised. I have recently had occasion 
to reexamine the biopsy material on seven 
patients, and the histological findings are 
not uniform. On the biopsy specimen of the 
patient presented here, there are sharply 
cireumscribed parakeratotic columns with 
no real dermatitis. The appeararce is one 
of a focal abnormality of keratinization. It 
looks as much like porokeretosis as 
anything, and I see no reason to accept the 
presenting diagnosis. 

Dr JOHN KWITTKEN: I would call this a 
nonspecific chronic dermatitis associated 
with epidermal hyperplasia. The clinical 
and histologic features are compatible with 
a dermatitic (inflammatory) epidermal 
nevus, which typically presents a nonspe- 
cific and extremely variable microscopical 
picture. Although discrete parakeratotic 
columns are present, bearing a superficial 
resemblance to the cornoid lamellae of 
porokeratosis of Mibelli, the similarity 
stops there. The columns of parakeratotic 
cells surmount foci of epidermal hyper- 
plasia in the absence of demonstrable 
grooves. Furthermore, the clinical picture 
is by no means suggestive of porokerato- 
sis. 

Dr ANTHONY CIPOLLARO: If I were to call 
this a verrucous linear nevus, would I be 
far from wrong? I would then leave it up to 
the histologist to dissuade me if he could. 

Dr HERBERT Spoor: Would electron 
microscopy give us any help on this case? 


Patchy parakeratosis in epidermal nevus. 


Dn Irwin KAntTor: Neither electron 
microscopy nor enzyme staining study of 
the tissue removed for biopsy would be of 
help in establishing a specific diagnosis. 
Clinically, the important point is why the 
lesion is pruritic. Why should it not be 
classified as a variant of the epidermal 
nevus syndrome? 

Dr FRANK IACOBELLIS: The early onset, 
the severe pruritus, and the lack of 
response to treatment make it possible to 
rule out linear porokeratosis, even though 
there is a histologic resemblance to it. The 
microscopical section from this child bears 
a strong resemblance to that described by 
Tsoitis in Dermatologica in 1975. Inciden- 
tally, we have tried cryosurgery on this 
patient’s lesions over the past three weeks, 
with modest diminution of signs and symp- 
toms. 

Dr SuHapiro: Dr Tsoitis reported only one 
case. Dr Kurban had five cases, and Dr 
Mehregan, about 25. We stated that the 
histological findings are nonspecific. While 
I do not insist that the biopsy findings on 
this patient are suggestive of porokerato- 
sis, I do not think that they specifically 
represent dermatitic epidermal nevus. 

Dr JOHN DOUGHERTY: I showed this 
patient because of the striking microscop- 
ical findings. The parakeratotic nuclei did 
not have the “keratohyaline” look of poro- 
keratosis. It is lamentable that unusual 
clinical data accompanied by unique histo- 
logical findings cannot be more definitely 
classified. 
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To effectively help control 
dandruff, remove excess oil 
and stop itching. 


ebulex’ 


Therapeutic Shampoo 
Cream Therapeutic Shampoo 


WESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N 1E2 
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IMAGES 
OF INFECTION 


"That certainly looks 
like a staph lesion. 
But a penicillin wont do 
for him. 


This could be acase 
for MINOCIN" 


MINOCYCLINE HCI 








Its your deci sion clinical evidence 


confirms your decision 


$ 
fi [ u | | ll MINOCIN therapy provided a satisfactory 
clinical response in skin/soft tissue infec- 


tions due to Staphylococcus aureus in 24 of 
25 patients.T 


Sta h aureus Bi |n another trial, MINOCIN resolved skin/ 
° soft tissue infections due to Staph. aureus in 


12 of 13 patients.t 


Li ® 
*Therapy should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of causative 
pathogens to MINOCIN Minocycline HCI. 


tTetracyclines are not the drugs of choice in the treat- 


& & 
ment of any type of staphylococcal infection. MINOCIN 
is indicated for treatment of Staphylococcus aureus ` 
skin and soft tissue infections only when bacteriologic 


tests indicate appropriate susceptibility to the drug. 


MINOCYCLINE HCI 





Before prescribing MINOCIN, please see a summary of product information, includ- 
ing Warnings, Precautions and Adverse Reactions, which appears on next page. 





-Reflecting on your decision in 


susceptible skin and soft tissue infections" 





dp 100 mg and 50 mg 
SYRUP 50 mg/5 cc 
INTRAVENOUS 100 mg/vial 


MINOCYCLINE HC 


E b.i.d. dosage promotes patient compliance 
—200 mg initially, 100 mg q. 12 h. If more fre- 
quent oral doses are preferred, 2 or 4 50-mg 
capsules may be given initially, followed by 
one 50-mg capsule 4 times daily 


B Effective against skin and soft tissue infections 
caused by susceptible pathogens; including 
Staph. aureus. Tetracyclines are not the drugs 
of choice in the treatment of any type of staph- 
ylococcal infection. MINOCIN is indicated for 
treatment of Staphylococcus aureus skin and 
soft tissue infections only when bacteriologic 
tests indicate appropriate susceptibility to the 
drug 


li Penetrates skin, muscle, sebum, sweat. _ 
Tissue penetration is regarded as essential to 


therapeutic efficacy but specific penetration 
levels have not been directly correlated with 
specific therapeutic effects 


Photosensitivity rarely reported 


E Enamel hypoplasia/tooth staining can occur in 
children under eight 


ll CNS side effects including lightheadedness, 
dizziness, or vertigo have been reported with 
MINOCIN. Patients who experience these 
symptoms should be cautioned about driving 
vehicles or using hazardous machinery while 
on minocycline therapy 


* Therapy should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of causative 
pathogens to MINOCIN Minocycline HCI. 





MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary 


Contraindications: Hypersensitivity to any tetracycline. 


Warnings: Intravenous use, particularly in pregnancy, in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. When need for intensive treatment outweighs 
potential dangers, perform renal and liver function tests before and during therapy; also follow 
serum concentrations. In renal impairment, usual doses may lead to excessive accumulation and 
liver toxicity. Under such conditions, use lower total doses, and, in prolonged therapy, determine 
serum levels. This hazard is of particular importance in I.V. use in pregnant or postpartum 
patients with pyelonephritis. In such cases, the blood level should not exceed 15 mcgm /ml. and 
liver function tests should be made at frequent intervals. Do not prescribe other potentially 
hepatotoxic drugs concomitantly. The use of tetracyclines during tooth development (last half of 
pregnancy, infancy and childhood to the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This is more common during long-term use but has been observed 
following repeated short-term courses. Enamel hypoplasia has also been reported. Tetracyclines, 
therefore, should not be used in this age group unless other drugs are not likely to be effective or 
are contraindicated. Photosensitivity manifested by an exaggerated sunburn reaction has been 
observed in some individuals taking tetracyclines. Advise patiefits apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur, and discontinue treatment at first 
evidence of skin erythema. Studies to date indicate that photosensitivity is rarely reported with 
MINOCIN Minocycline HCI. In patients with significantly impaired renal function, the 
antianabolic action of tetracycline may cause an increase in BUN leading to azotemia, 
hyperphosphatemia, and acidosis. CNS side effects (lightheadedness, dizziness, vertigo) have 
been reported, may disappear during therapy. and always disappear rapidly when drug is 
discontinued. Caution patients who experience these symptoms about driving vehicles or using 


hazardous machinery while taking this drug. Pregnancy: In animal studies, tetracyclines cross the 
placenta, are found in fetal tissues, and can have toxic effects on the developing fetus (often 
related to retardation of skeletal development). Embryotoxicity has been noted in animals treated 
early in pregnancy. Newborns, infants and children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given oral doses of 25 mg./kg. every 6 hours, 
demonstrated a decrease in fibula growth rate, reversible when drug was discontinued. 
Tetracyclires are present in the milk of lactating women who are taking a drug in this class 


Precautions: Use may result in overgrowth of nonsusceptible organisms, including fungi. If 
superinfection occurs, institute appropriate therapy. In venereal diseases when coexistent 
syphilis is suspected, darkfield examination should be done before treatment is started and blood 
serology repeated monthly for at least four months. Patients on anticoagulant therapy may 
require downward adjustment of such dosage. Test for organ system dysfunction (e.g., renal, 
hepatic ard hemopoietic) in long-term use. Treat all group A beta-hemolytic streptococcal 
infections for at least 10 days. Avoid giving tetracycline in conjunction with penicillin. 


Adverse Reactions: Gl: (with both oral and parenteral use): anorexia, nausea. vomiting, diarrhea, 
glossitis, dysphagia, enterocolitis, inflammatory lesions (with monilial overgrowth) in anogenital 
region. Skin: maculopapular and erythematous rashes. Exfoliative dermatitis (uncommon). 
Photosensitivity is discussed above (‘Warnings’). Renal toxicity: rise in BUN, dose-related (see 
"Warnings "). Hypersensitivity reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylac- 
toid purpura, pericarditis, exacerbation of systemic lupus erythematosus. In young infants, 
bulging fontanels have been reported following full therapeutic dosage. disappearing rapidly when 
drug was discontinued. Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia. 
CNS: (see "Warnings"). When given in high doses, tetracyclines may produce brown-black 
microscopic discoloration of thyroid glands; no abnormalities of thyroid function studies are 
known to occur. 


NOTE: Concomitant therapy: Antacids containing "aluminum. calcium. or magnesium impair 
absorption; do not give to patients taking oral minocycline. Studies to date indicate that 
absorption of MINOCIN Minocycline HC! is not notably influenced by foods and dairy products. 
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e» A Division of American Cyanamid Company 
Pearl River, N Y. 10965 
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-Letters to the Editor 


es 3 Incontinentia Pigmenti and 


-Klinefelter Syndrome 


To the Editor.—In their paper in the 
ARCHIVES titled “Incontinentia Pig- 
menti Achromians" 
Griffiths and Payne present the very 
interesting case of a 5-year-old pheno- 
typic male, who had several features 
_ classically considered to be character- 
istic of incontinentia pigmenti (IP). 


_. As they pointed out, Carney and 


Carney' suggested that IP is trans- 
mitted as an X-linked dominant condi- 
— tion that is uniformly lethal in males. 
Considering this and the atypical 
characteristics of the case, an exami- 
nation of the buccal mucosa for sex 
ehromatin would have been useful to 
rule out chromosome complement of 
XXY, which could be a possible expla- 
nation. The clinical manifestations of 
Klinefelter syndrome do not become 
manifest until puberty, so that "a 
^ healthy looking child" does not ex- 
elude this condition. Also, Klinefelter 
syndrome is not uncommon, having an 
ineidence higher than Down syn- 
drome. Moore? estimates that in the 
general population of males, at least 
0.2% to 0.3%, or approximately one in 
400, have at least one extra X chromo- 
some, Perhaps an examination of the 
buccal mucosa for sex chromatin 
should be performed in all cases of X- 
linked disorders in which distinctly 
unusual manifestations are seen in a 
male patient. 





JONATHAN WiLKIN, MD 
Memphis 
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Acne Traumatica Allergica 


To the Editor.—1 believe that we owe 
Dr Kligman and his colleagues a debt 
for reemphasizing the multifactoral 
etiologic panorama that the clinician 
calls acne.'* His team has stressed the 
comedogenicity of chemicals and cos- 
metics.? They noted the aggravating 


. -. but noncomedogenie quality of shear- 
.— ing stress based on laboratory obser- 
^... vations, disputing earlier clinical ob- 


(1117751, 1975), - 





servations.*' They prefer the "come- 
dogenie potential” of soap to the 
pathogenetic shearing stress of trau- 
matic friction. 

There is another rarer variety that I 
have termed "acne traumatica allergi- 
ea,” although I will concede that the 
commonest variety may nct be "aller- 
gic.” In this entity, lesions of acne 
minor are aggravated by rubbing the 
skin in response to both immunologic 
and nonimmunologic stimuli. After 
consuming tomatoes for example, 
some patients itch and rub. Their skin 
may pinken or even urticate. Certain 
atopies blanch. After this integumen- 
tary massage, papulopustular and 
even cystic lesions occur im trauma- 
tized skin. 

Most practitioners recognize the 
patient, whom after completing acne 
surgery, urticate on the spot with 
wheals around the compressed or 
punctured follicular areas lasting for 
well over 15 minutes. Some of these 
patients complain of itching. All 
patients complain of the unflattering 
appearance and resent the physical 
intrusion on their person. These 
patients may be “atopic,” while others 
represent simple dermatographism. 
Administration of antihistamines be- 
fore surgery may amelicrate the 
tendency to itch as weil as to urti- 
cate. 

My interest in the group came about 
while watching the touchers and 
unconscious rubbers. Many of these 
people were compulsive handlers of 
preexisting comedos, closed comedos, 
and small papules, so called "aene 
minor." I became aware that a few of 
these patients complained that they 
touched the lower part of their face 
because it itched. This occurred after 


eating oranges, shrimp, tomatoes, and | 
even celery. It occurred after using a 
lemon soap in another patient. On it 


went. I vaguely recalled a presenta- 
tion in Washington by a Scandinavian 
group that illustrated a large number 
of patients in whom individual flares 
of acne were attributed not to choco- 
late necessarily, but to a plethora of 
agents, including vitamin pilis.? Since 
it is fashionable for a young man to be 
both a cynic and a skeptic, I disre- 
garded these observations. Perhaps it 
is time to reexamine them. 
Dermatographie patients will itch 
on physical stimulation whether con- 
sciously or subeonscious y induced. 
Allergic patients, in the presence of 
an antigen, may itch on their arms, 
trunk, legs, and face. However, in the 





presence of “acne minor," rubbing ~ 
may cause follicular rupture syn- 
dromes that produce acne traumatiea 
in the abused portions of the face, |. 
usually the lower part of the cheeks: 
and chin. In Gaul's* pioneering effort 
in this area, he described "localized . 
neurodermatitis" in nine patients : 
with "aene traumatica.” Accepting a. 
figure of 50% atopics in the random 
“neuroderm group,” we must. fi 
some allergic ponente Is it by. 
chance? 
Certain questions emerge. Is baéte: 
rial hypersensitivity important in ani 
of these patients? Why do some aene ` 
patients have a rise in tissue basophil 
levels? Are these the patients whor 
some clinicians report are helped by 
Staphylococcus toxoid administration? 
Is the effect placebo, as stated. } 
some, or does this lighten what 
Sheldon et al* referred to as the "total: 
allergic load"? Much study is needed. — 
HowARD S. YAFFEE, 
Cambridge, Mass ` 
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Seroreversal After 
Treatment of 
Secondary Syphilis 


To the Editor.—"Dose-related serore- 
versal in syphilis" by Durst et al'. 
suggests that 6 million units of benza- 
thine penicillin G will cause serore- 
versal in patients with secondary 
syphilis more rapidly than will the = = 
smaller standard dose of 2.4 million >- 
units. In response to a letter by... 
Kaufman and Kraus,’ who took issue — . 
with this conclusion, Allyn? responded. -© 
by emphasizing the desirability of 
rapid seroreversal following success- = 
ful treatment of early syphilis. This... 
would indeed be wonderful. We would - 
be spared the usually difficult task of . 
differentiating piace relapse and 
reinfection, on the one hand, and. 
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. biologic cure on the. other, that is, 
determining whether a seroreactive 
patient requires more treatment. 
However, there is ample evidence 
that this is not possible. Evan Thomas, 
, the grand;old man of syphilology 
* stated in his book,’ "The rate at which 
7 * patients become seronegative after 
^'suecessful rapid treatment of early 
. syphilis does not depend on the type of 
. therapy given but on the duration of 
. the infection, when treatment was 
"started, and on the varying capacity 
of different individuals to produce 
reagin." He goes on to state,' 






"The kind of rapid treatment given, when 
successful, does not appreciably affect the 
time required for patients to become sero- 
negative following treatment. To demon- 
strate this fact I have chosen schedules of 
treatment which varied greatly in effec- 
tiveness. For example the schedule which 
called for only 600,000 units of amorphous 
penicillin was the least effective of all the 
rapid treatment schedules used at Bellevue 
Hospital. Yet the patients who were cured 
by this schedule became sero-negative in 
much the same manner as those treated 
with more effective therapy." 








The latter refers to treatment with 4.8 
million units of penicillin G (80,000 
units every three hours for 60 doses or 
93,933 units every three hours for 90 
doses). In both primary and secondary 
syphilis, the majority of successfully 
treated patients at Bellevue Hospital 
became  sero-negative within six 
months. 
.. Collart et al’ and Smith and Israel’ 
have published evidence that suggests 
the survival of treponemes following 
adequate treatment of both early and 
late syphilis in man and in experi- 
. mental animals. However, the study 
© of Yobs et al has thrown doubt on 
their findings. 
. Today, most syphilologists agree 
that when penicillin treatment is 
. effective in primary and secondary 
Syphilis, all of the treponemes are 
promptly destroyed (within one to two 
weeks) Persistence of reagin for 
months after all the treponemes have 
‘been killed is attributable to the slow 
destruction or filtering out of the 
reacting substance that was produced 
-by the treponemes. 
7 IRA Leo ScHAMBERG, MD 
Elkins Park, Penn 
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Leser-Trélat Sign With Porphyria 
Cutanea Tarda and Malignant 
Hepatoma 


To the Editor.—In the June 1975 issue 
of the ARCHIVES, Gitlin and Pirozzi’ 
expressed a desire to stimulate com- 
ments regarding the  Leser-Trélat 
sign. This prompts me to report a case 
in whieh the presence of eruptive 
seborrheic keratoses led to the search 
for an internal malignant neoplasm. 


Report of a Case.—A 72-year-old man was 
seen in June 1975; at the time, he had an 11- 
month history of blisters on the scalp and 
hands after minor trauma and a six-week 
history of "itchy warts" on the back and 
chest. In February 1974, an inguinal hernia 
on his left side was repaired; hepatomegaly 
was noted at that time. 

Physieal examination in June 1975 
showed eruptive seborrheie keratoses on 
the chest and back, milia on the dorsa of 
both hands, and bullae on the hands and 
forehead. The liver was enlarged 4 em 
below the costal margin. A clinical diag- 
nosis of porphyria eutanea tarda was made 
at that time. 

Biopsy of a blister disclosed separation 
of the epidermis at the basal layer and the 
deposition of PAS-positive material in the 
derma! capillaries. However, no excess 
urinary porphyrin could be detected, 
although excess fecal porphyrins were 
demonstrated on three occasions. There- 
fore, the diagnosis of porphyria cutanea 
tarda has not yet been confirmed chemi- 
cally. 


Comment.—The presence of the sign 
of Leser-Trélat caused me to suspect 
that this might be a ease of porphyria 
cutanea tarda associated with a 
primary hepatoma; similar findings 
have been noted by Thomson et al,’ by 
Waddington,’ and by R. E. Church, 
MD (written communication, 1972). In 
the present case, serum a,-fetoprotein 
was not detected; however, a liver 
scan showed a large, discrete defect in 
isotope uptake at the lower pole of the 
right lobe, and a hepatic arteriogram 
demonstrated a malignant circulation 


in that region. The patient declined 
surgical intervention and remains 
well at the time of writing. 

This report stresses the importance 
of the Leser-Trélat sign as an indi- 
cator of internal malignant change. 
The sign is referred to in a new 
edition of Medical Oncology,’ in which 
a report’ from our department is 
quoted. 

CHRISTINE I. HARRINGTON, 
. MB, CHB, MRCP 
Sheffield, England 
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Fluoride Tooth Paste: A Cause of 
Perioral Dermatitis 


To the Editor.—Since its description in 
1957 by Frumess and Lewis as a 
"light-sensitive seborrheid," perioral 
dermatitis (PD) has continued to be a 
perplexing entity.' Many causes have 
been postulated, including sunlight 
sensitivity, birth control pills, emo- 
tional stress, fluorinated steroid 
creams, Candida albicans, and rosa- 
cea. We have gathered clinical and 
historical data implicating fluoride 
dentifrices as an important etiologic 
factor in this dermatosis. The follow- 
ing two cases support this observa- 
tion. 


Report of Cases.—CASE 1.-A 63-year-old 
woman. developed PD in mid-1971 that 
persisted for 24 months. There were 
exacerbations and remissions even though 
she was initially treated for one month 
with 0.025% fluocinolone acetonide cream 
and then intermittently with a mixture of 
1% hydrocortisone, coal tar, and diiodohy- 
droxyquin (Cor-Tar-Quin) and 250 mg of 
tetracycline hydrochloride four times a 
day. In August 1978, it was ascertained 
that she had been using a fluoride denti- 
frice for as long as her PD had been 
present. She was instructed to substitute a 
nonfluorinated tooth polish and to continue 
using the hydrocortisone—coal tar—diiodo- 
hydroxyquin cream. Within two weeks she 
was free of dermatitis. Three months later, 
she resumed use of the fluoride dentifrice 
and within a few days developed a recur- 
rence of the PD that cleared within one 
week after resuming use of a nonfluoride 
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dentifrice. She has remained free of lesions 
for 16 months without treatment except 
avoidance of fluoride toothpaste. 


CASE 2.—A 20-year-old woman developed 
PD in July 1974. She was seen in October 
. .1974, and it was noted that she had been 
 . using a fluoride dentifrice for "several 
years.” A nonfluoride dentifrice was sub- 
stituted, and she began therapy with 1% 
hydroeortisone acetate cream. Within one 
week the dermatitis cleared, and she 
remained free of dermatitis until April 
1975, when she resumed use of a fluoride 
toothpaste. Within three days she devel- 
oped a recurrence of the PD that again 
cleared in five to six days after resuming 
use of her nonfluoride dentifrice. She 
remained free of dermatitis until the 
present time with no other therapy. 


. Comment.—Dr Saunders believes 
that he has found a cause-and-effect 
relationship between the use of fluo- 
ride dentifrices and "adult female 
acne" around tke corners of the 
mouth.’ For the past eighteen months, 
we have been conducting a clinical 
study with the assumption that in 
some patients, fluoride dentifrices 
-cause or aggravate perioral dermati- 
tis. The clinical and historical evidence 
gathered has been impressive in 
— Support of this hypothesis. 

The application of fluorides for the 
prevention of dental caries began 
around 1942; and by 1949 public 
health agencies offered treatment 
with 2% sodium fluoride to school- 
aged children throughout the United 
States. Beginning in the early 1950s, 
dentists routinely recommended 
treatment with 8% stannous fluoride. 
A commercial toothpaste containing 
0.4% stannous fluoride was generally 

available in the United States around 
e... 1956 to 1957. In 1967, the German 
m literature contained a reference to PD 
-as a "new entity," and Hjorth et al 
noted this entity for several years 
prior to publication of their observa- 
tions in Denmark in 1968.5 We think 
this delayed recognition of PD in 
Europe may have been due to the later 
marketing of fluoride-containing den- 
tifrices outside the United States. 







Stone and Willis*? have shown that — 


sodium fluoride and stannous fluoride 
in concentrations equal to those found 
in dentifrices are pro-inflammatory 
when applied in patch-test form to 
previously damaged skin, while patch 
testing over nontraumatized areas 
produced no inflammation.’ Our hypo- 
thesis is that patients with PD have a 
preceding minimal or subclinical peri- 
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oral inflammation with mild dermal 
edema. We postulate that this inflam- 
mation is multifactorial and might 
include hand to mouth activity, subtle 
female premenstrual tissue edema, 
minimal acne, rosacea, seborrheic der- 
matitis, ultraviolet light exposure, or 
other mild inflammatory stimuli. In 
this setting, we feel fluoride denti- 
frices may act topically as a pro- 
inflammatory agent potentiating and 
perpetuating a chronic perioral in- 
flammatory dermatosis. 

We have initiated a double-blind, 
cross-over study in which we will use 
identical toothpastes except that one 
will contain stannous fluoride. In spite 
of the clinical impressions and other 
historical inferences, we think it 
prudent to refrain from drawing abso- 
lute conclusions until our study is 
complete. 

MAJ J. RAMSEY MELLETTE, MC USA 
LTC Joun L. AELING, MC USA 

COL DonaLp D. Nuss, MC USA 
Denver 


The opinions or assertions contained herein are 
the private views of the authors and are not to be 
construed as official or as refleccing the views of 
the Department of the Army or the Department 
of Defense. 
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Telogen Effluvium Secondary to 
Starvation Diet 


To the Editor.—In a recent article in 
the ARCHIVES on profuse hair loss as a 
result of (or associated with) weight 
reduction programs (111:930, 1975), 
Goette and Odom described two inter- 
esting cases of probable telogen efflu- 
vium associated with weight loss. In 
that communication, they also re- 
quested reports of similar cases seen 
by other dermatologists. Because of 
the unusual association, I would like to 
contribute the following case report, 
which may possibly be an addition to 
the previous reports. 





Report of a Case.—AÀ 20-year-old woman | 
was first seen in November 1974 for a 
profuse hair loss of two months’ duration. — 
She had been under a moderate amount of . 
emotional stress because of her recent -= 
assignment to Germany from the conti- 
nental United States but otherwise was in 
excellent health. She had taken no medica- 
tions. There were no other well-kno: 
precipitating causes for telogen efflu 
such as, postpartum or anesthesia. . 
telogen hair count at the time was 30 
telogen ratio, but otherwise, examina 
of the scalp revealed normal-appearing 
hairs, except for the telogen hairs that 
were easily extracted. 

Further questioning at that time dis. 
closed that she had lost approximately 15.8 
kg (35 Ib) by going on a 200 calorie per day 
diet and drinking a great deal of coffee. 
The hair loss improved over the next two or 
three months without ineident. | 

In July 1975, the same patient. returmjd 
for a recurrence of what was considered to 
be telogen effluvium. At this time, she had 
again started a weight reduction diet, one 
with a less severe caloric restriction that = - 
netted a weight loss of 6.3 kg (14 lb). She. 
was under no emotional stress at this time = ¢5 
and did not admit to any other possible ` 
contributory factors, such as trauma or . 
fever. eee 

Examination at this time revealed an ^ 
otherwise normal scalp with easily extracte ^ > 
able telogen hairs, with the count this. time Renee 
being approximately 27% P 

Within the last month, the patient hus SRE 
had substantial objective and subjective — 
improvement in the hair loss since discon- 
tinuing the diet regimen. 


Comment.—Although difficult to re- ` 
collect specifically, I believe that in 
the past I have seen similar cases of 
telogen effluvium that have followed 
substantial weight reduction. Nev- 
ertheless, I thought this case might be 
an addition to Goette and Odom's two. 
cases, in which they underscore the 
possible precipitation of telogen efflu- 
vium by weight loss. 

MAJ Jonn P. KaurMan, MC USAF 

APO New York 09220 














In Reply.—Dr Kaufman's case contri- 
bution to the subject of “crash dieter's 
hair loss” is appreciated. His patient is 
particularly interesting in that she 
had two weight reduction episodes 
followed by two periods of hair loss. 
Meanwhile, we have seen a total of 
four such cases and have heard of two 
additional ones. It appears that crash 
dieting followed by a substantial 
weight loss may well be a cause for | 
precipitation of a telogen effluvium. 
LTC Ricwarp B. Opom, MC USA 
LTC Deter K. Goetre, MC US 
Presidio of San Francisco - 
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Statistical inferences: and 
‘Implications 


To the’ Editor.—The report by Drs 
Clark and:Clement in the ARCHIVES 
(111:7314733, 1975) that.a statistically 

, significant difference exists between 

Sythe comparative clinical responses of 

780.155 haleinonide cream and 0.1% beta- 
' “methasone valerate cream, favoring 

chaleinenide, should’ not necessarily 
imply: a that haleinonide therapy for 
psoriasis is superior. The overall eval- 

.  uütion of the two drugs based on the 

: ^. rapidity and completeness of their 
:  therapeutie responses failed to sup- 
=. port the superiority of one corticoste- 

. roid cream over the other. 
The most likely explanation for the 
statistically signifieant comparative 

-' clinical responses vs the lack of statis- 

—. tical significance of the overall thera- 

:peutie responses resides with the 

=< criteria chosen to judge the separate 

--. evaluations. Those criteria used to 
= judge the comparative clinical 
=> responses, ie, erythema, scaling, thick- 
= ening, and edema would appear more 
=o subject to subtle variants than the 

eriteria of poor to excellent used to 
evaluate the overall therapeutic 
responses. Criteria with increased 
Sensitivity to subtle variants are more 
likely to statistically support small but 
= existing differences than criteria with 
less sensitivity. 
The authors have chosen to use the 
co term "superior" to denote a discern- 
> ible difference in the comparative 
= “clinical responses of the two drugs. 

-v The 1975 edition of The American 

vo Heritage Dictionary chooses to define 
^. “superior” as, "far above average by 

comparison”; the same reference de- 
fines the word “discernible” as the 
ability "to perceive differences; to 

. discriminate.” Common sense tells us 
that daily we discriminate differences 


Prin 


























“average, 
This ill-advised use of the term “su- 
~-perior” is further carried over into the 
authors comments when they con- 
-elude that haleinonide is "superior" to 
betamethasone valerate. In actuality, 
“they should conclude that a difference 
between halcinonide and betametha- 
sone valerate does exist, which to be 
~-~ certain is statistically significant, but 
which is of uncertain 
when one considers the similar results 
of the overall therapeutic responses of 
the two drugs. In this particular 
study, “superior” must not be inferred 
as “meaningfully better" or “far 
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that are much less than far above 


importance 





above average by comparison." 

Small, questionably important dif- 
ferences in drugs, even when statisti- 
cally significant, do not justify in- 
creased cost. À random survey of ten 
retail pharmacies in the Portland area 
showed a 15-gm tube of 0.1% halei- 
nonide cream to be 24% more expen- 
sive than a comparable quantity of 
0.1% betamethasone valerate cream. 
If consumers are to pay appreciably 
more for drugs, they have the right to 
expect a proportionately better prod- 
uct, and we as physicians have the 
responsibility to help insure they 
receive it. 


RoBERT B. AMON, MD, MPH | 


Portland, Oregon 


Erythromycin: A Nonsensitizing 
Topical Antibiotic 


To the Editor.-Now that topically 
applied erythromycin is being used in 
certain centers for the therapy of acne 
vulgaris, I have had several inquiries 
as to the safety of such medication 
and whether topically applied erythro- 
mycin is a sensitizer. To my knowl- 
edge, there has not been a single 
authenticated report of allergic con- 
tact sensitivity to erythromycin or a 
positive patch test reaction zo this 
antibiotic. 

In the past five years, I have re- 
peatedly applied erythromycin in pe- 
trolatum to more than 60 patients 


with stasis ulcers or infected stasis 


eczemas without encountering a sin- 
gle instance of allergic sensitivity. 
Stasis ulcers and eczemas are, of 
course, notorious for being readily 
sensitized by many topical applica- 
tions. It is, therefore, surprising that I 
have not encountered any sensitiza- 
tion from this antibiotic. 

I would appreciate any reports 
proved by positive patch test of 
allergic sensitivity to topical adminis- 
tration of erythromycin. A. Kligman, 
MD, in a personal communication, 
informed me that my clinical impres- 
sion that topically applied erythro- 
mycin is an extremely rare sensitizer 
is borne out by his maximization tests, 
and that he has encountered no sensi- 
tization by such maximization test- 
ing. 

It would seem that in erythromycin, 
we have a safe topical antibiotic that 
need not be avoided because of the 
fear that sensitization would preclude 
its systemic administration. 

ALEXANDER A. FISHER, MD 
Woodside, NY 
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CAUT ION: Federal | law prohibits dispen- 


) Gel 0.025% 


sing without prescription. 

Benisone Gel contains the active fluori- 
nated steroid compound, betamethasone 
benzoate, the 17-benzoate ester of beta- 
methasone. 

Each gram of 0.025% Gel contains 0.25 
mg of betamethasone benzoate in a spe- 
cially formulated gel base consisting of 
13.8% (w/w) alcohol, carboxyvinyl poly- 
mer, propylene glycol, disodium edetate, 
diisopropanolamine and purified water. 
The gel is self-liquefying, clear, grease- 
less and nonstaining. The active ingredi- 
ent is completely solubilized and remains 
in the clear film without crystallization 
after evaporation of volatile substances. 
Indications. Benisone Gel (betametha- 
sone benzoate) is intended for relief of the 
inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 
Contraindications. Topical steroids are 
contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. Topi- 
cal steroids are contraindicated in those 
patients with a history of hypersensitivity 
to any of the components of the prep- 
aration. 

This preparation is not for ophthalmic 
use. 

Precautions. If irritation develops, the gel 
should be discontinued and appropriate 
therapy instituted. 

inthe presence of an infection, the use 
of appropriate antifungal or antibacterial 
agents should be instituted. If a favorable 
response does not occur promptly, the 
corticosteroid should be discontinued un- 
til the infection has been adequately con- 
trolled. if extensive areas are treated, or if 
the occlusive technique is used, the possi- 
bility exists of increased systemic absorp- 
tion of the corticosteroid, and suitable 
precautions should be taken. 

Although topical steroids have not been . 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been es- 
tablished. Therefore, they should not be 


used extensively on pregnant patients, or « 


in large amounts, or for prolonged pe- 
riods of time. 

Due to the alcohol content of the ve- 
hicle, Benisone Gel may cause mild, tran- 
sient stinging without irritation if used on 
excoriated skin. | 
Adverse Reactions. The following local 
adverse reactions have been reported with 
topical corticosteroids: burning sensa- 
tions, itching, irritation, dryness, follicu- 
litis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneform eruptions 
and hypopigmentation. 

Dosage and Administration. Apply to af- 
fected areas 2:to 4 times daily as needed. 
Supplied. Benisone Gel is supplied in 
15 gm (N 0047-0280-15) and 60 gm (N 
0047-0280-60) tubes. | 
STORE BETWEEN 59? and 86? F (15? 
and 30? C). 
Full information is available on request. 
BE-GP-61-4/C 
WARNER/CHILCOTT 
Division of Warrier-Lambert Company 
(ic) Morris Plains, New Jersey 07950 - 
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Benisone Gek designed specifically for enhanced penetration in the treatment of 
steroid responsive dermatoses. Its special gel vehicle works with the skin to ensure 
rapid percutaneous absorption without occlusion. Benisone Gel is paraben-free, 
cosmetically elegant, and cools on contact. Economical in cost and coverage, too. 


Benisone’ Gel 


(betamethasone benzoate) 0.025% 
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Desquam-X™ (5 or 1096 Benzoyl Peroxide, 


6% Polyoxyethylene Lauryl Ether) safely and 


effectively helps control cutaneous Coryne- | 


bacterium acnes as it dries and desquamates 
acne skin. Its unique hydro-alcoholic gel 
with 5.5 pH facilitates penetration into the 
follicular orifice to help control C. acnes. 
Desquam-X can be used concomitantly with 
most topical and systemic agents. It is indi- 
cated for acne grades l, II, and selected cases 
of grade Ill. 


uanvX 


6% Polyoxyethylene Lauryl Ether 


` 


e 


Outstanding patient acceptance is one of 
many Desquam-X benefits. The non-perfumed 
stiff gel vehicle is easy to apply and leaves 
no visible residue. 


In vivo testing* of 14-day Desquam-X appli- 
cations revealed an up to 66%** reduction of 
free fatty acids and an up to 90?6 elimination 
of cutaneous C. acnes on test sites. Addi- 
tional clinical studies report patients virtually 
free of sensitization and undue irritation? 


"Information on file at Westwood Pharmaceuticals Inc. and available upon request. 


“Using the 10% concentration, and up to 52% with the 5% concentration. 


©1975 W. P. Inc. 


Please see complete prescribing information on adjacent page. 








DesquamX? .. eos sso 
DesquamXQ ... ... .... 


CONTENTS: Desquam-X 5 contains 596 
Benzoyl Peroxide, 6% polyoxyethylene 
lauryl ether, 37% ethy! alcohol, carbomer 
940, di-isopropanolamine, disodium 
edetate and water. 


Desquam-X 10 contains 10% Benzoyl 
Peroxide, 6% polyoxyethylene lauryl ether, 
37% ethyl alcohol, carbomer 940, di- 
isopropanolamine, disodium edetate and 
water. 


INDICATION: A topical aid for the control 
of acne vulgaris. 


ACTION: Provides the desirable drying 
and desquamation needed in the topical 
treatment of acne. Desquam-X has been 
demonstrated to have anti-bacterial effects, 
especially against Corynebacterium acnes. 


DIRECTION FOR USE: After washing as 
instructed, rub Desquam-X into affected 
areas twice daily. In fair-skinned individuals 
or under excessively dry atmospheric 
conditions it is suggested that therapy be 
initiated with one application daily. The 
desired degree of drying and peeling can 
be obtained by modification of the dosage 
schedule. 


CONTRAINDICATIONS: Not to be used in 
patients known to be sensitive to any 
ingredient of Desquam-X. 


PRECAUTIONS: Avoid contact with eyes 
and mucous membranes. For external 
use only. Keep this and all medication out 
of the reach of children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 oz. 
(42.5 gm.) 


CAUTION: Federal law prohibits 
dispensing without prescription. 





LWESTWUOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario KBN1E2 


Arch Dermatol—Vol 112, May 1976 


Books 


Histological Typing of Skin Tumors, by R. E. J. 
ten Seldam, E. B. Helwig, L. H. Sobin, H. Torloni, 
87 pp, 176 color illus, $40.50, Geneva, World 
Health Organization, 1974. 

This volume is the latest in a series 
of tumor classifications published by 
the World Health Organization. The 
previous 11 volumes were concerned 
with basic organ systems, such as the 
lungs, the breasts, the ovaries, the 
bladder, and the thyroid. Many are 
accepted as standard classifications 
by general pathologists for these 
organ systems were formulated in 
these volumes, and I have little doubt 
that pathologists will probably incor- 
porate many of the concepts in this 
volume. 

The classification divides skin tu- 
mors into five main categories: epi- 
thelial tumors and tumor-like condi- 
tions, precancerous lesions and condi- 
tions, tumors and lesions of the 
melanocytic system, soft tissue tu- 
mors and tumor-like lesions, and 
tumors and tumor-like conditions of 
the hematopoietic and lymphoid "tis- 
sues" After a section of definitions 
and explanatory notes for each of 
these tumors can be found 176 half- 
page color illustrations, the quality of 
which is well above average. Also 
available is an alphabetical index that 
is cross-indexed as to explanatory 
page and figure number. 

Most of the classification is clear, 
straightforward, and generally well 
conceived. The work of the patholo- 
gists who have compiled this classifi- 
cation is not representative of thought 
in the leading world centers, and the 
classification itself cannot serve in its 
present form as the international 
basis for classifying skin tumors. It 
neglects generally accepted concepts 
and proposes others less well accepted. 
For example, the section on malignant 
melanoma fails to take into account 
the currently widely accepted classifi- 
cation of Clark et al (Cancer 32:1446- 
1457, 1973). The depth of invasion and 
tumor thickness were both published 
and well known concepts before publi- 
cation of this volume. The discussion 
of malignant melanoma is concerned 
with the different patterns of cell 
type, including the rarely encountered 


i Sow 
balloon cell pattern. Although cell 
pattern is of importance in making a 
diagnosis, it is one histological feature: 
that has not yet been correlated with | 
prognosis and is, therefore; somewhat 
irrelevant in a discussion of classifica- 
tion. Similarly, the protuberant and 
polypoid variants of malignant mela- 
noma are not considered, and their 
well-known poor prognosis is not 
mentioned. Other examples in the 
classification that could be debated 
include the section on metatypical 
carcinoma and the appendage tu- 
mors. 

Overall, this committee production 
has probably done more good than 
harm, and dermatologists and pathol- 
ogists interested in the skin should be 
aware of its presence and familiar 
with its content. The printed illustra- 
tions are available as transparencies 
and, in general, would make rather 
good teaching sets for residents in 
either dermatology or pathology. 

RICHARD W. SAGEBIEL, MD 
San Francisco 


Dermatology and Skin Care, by John A. Parrish, 
MD, 302 pp, with illustrations, $9.95, New York, 
MeGraw-Hill Book Co, 1975. 

The nurse practitioner and physi- 
cian's assistant engaged in evaluating 
dermatologic problems in office or 
outpatient practice now have an infor- 
mative yet easily used handbook to 
assist them. Dermatology and Skin 
Care by John Parrish, MD, is a rela- 
tively small (288 pages) dermatology 
text containing concise and lucid 
descriptions of the major skin lesions 
seen in practice. I found chapter 4, 
"General Pathologic Descriptions and 
Mechanisms," to be especially useful 
in helping me to describe and assess 
any lesions I might see. The book, as a 
whole, is well-organized and, above all, 
workable. It fills the need for primary 
dermatologic instruction in an area 
that most practitioner training pro- 
grams leave incomplete. 

BARBARA BIELAN, RN 
San Francisco 
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Rely on Cordran 


llurandrenolide 
For treatment of any corticosteroid-responsive dermatoses 


Description: Cordrāän" (flurandrenolide, Dista) isa potent corticosteroid 
intended for topical use. Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vasoconstrictive actions. Indi- 
cation: For relief of the inflammatory manifestations of corticosteroid- 
responsive dermatoses: Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and in patients with a history 
of hypersensitivity to any of their components. Precautions: If irritation 
develops, the product should be discontinued and appropriate therapy 
instituted. In the presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response does not 
occur promptly, the corticosteroid should be discontinued until the 
infection has been adequately controlled. If extensive areas are treated 
or if the occlusive technique is used, there is a possibility of increased 
systemic absorption of the corticosteroid, and suitable precautions 
should be taken. Although topical corticosteroids have not been re- 
ported to have an adverse effect on pregnancy, the safety of their use 
on pregnant women has not been absolutely established. Therefore, 
they should not be used extensively, in large amounts, or for prolonged 
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thalmic use. Adverse Reactions: The following local adverse reactions 
have been reported with topical corticosteroid formulations: acneform 
eruptions, burning, dryness, folliculitis, hypertrichosis, hypopigmen- 
tation, irritation, itching. The following may occur more frequently with 
occlusive dressings: maceration of the skin, miliaria, secondary infec- 
tion, skin atrophy, striae. Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should be rubbed gently into 
the affected areas two or three times a day. For dry, scaly lesions, 
the ointment is applied as a thin film to affected areas two or three 
times daily. 


Cream, Ointment, and Lotion Cordran*, 0.05% 


flurandrenohde 


Cream and Ointment Cordran, 0.025% 
Additiona: information available to the profession on request 
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/.. fonax® Scrub Cleansing Therapy: 


e Contains no sulfur 

eDeleterious to Corynebacterium acnes 

@Uniquely dissolves and emulsifies 
lipids and debris 

@Patient preferred 

@ Dermatologists only — presented to you 
for your patients 


Contains: polyethylene granules, Owenethers” 
(special blend of polyoxyethylene ethers), 
alcohol 10%, and benzalkonium chloride 

in a nonionic/cationic base 
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of moisture 


Each bath with Alpha Keri® Therapeutic Bath Oil is a reservoir of moisture for dry skin. 
The addition of Alpha Keri in the bath helps skin store moisture for days. And feel soft, 
smooth, and supple in minutes. (Between baths, a single application of Keri® Lotion 
instantly restores moisture to dry skin for hours.) 
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UVAL SUNSCREEN LOTION? 


(suisooenzone 1096) 
Offer your sun-sensitive customers these advantages: 


UVAL * screens out solar radiation most damag- UVAL®* is alcohol-free, so it won't sting or dry 











ing to human skin, with a low incidence of side skin like PABA-alcohol preparations. 
effects. UVAL® may be used under makeup without loss 
UVAL® properly applied, prevents burning, of effectiveness. 


drying, wrinkling and freckling of the skin as a UVAL * has a high degree of physician recom- 
result of overexposure to the sun's harmful rays. mendation and customer acceptance — another 


UVAL * protects with an almost-invisible, non- reason why it's the number one sunscreen 
greasy film that doesn't stain clothing, hair or skin. recommended by pharmacists.* 


Recommending UVAL* offers you advantages, too, satisfied customers and repeat sales! 
NOTE: If tanning is desired 


and permissible, direct UVAL 
your customers to follow 

The Guide to Planned 

Tanning printed on every SUNSCREEN LOTION 
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Patients will find this ~- 
antibacterial product 
cosmetically acceptable. 

It vanishes into the 
skin upon application i 
and leaves no greasy - 

residue. Water-washable. 
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5 ^ broad antibacterial 

=- coverage, including 

virtually all pathogenic 

bacteria found topically* 

These antibiotics 

are seldom used system- 
ically, so the patient is 
spared the possibility of 
sensitization to those 

antibiotics which might 
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systemically. 
Neosporin®-G Cream 
(polymyxin B-neomycin- 
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Permits air circulation 
and evaporation from 
moist and inter- 
triginous areas. 
Vanishing cream base. 











JORN-G Geam 
polumuxin B-neormucin-gramicidin 


Each gram contains: Aerosporin® brand Polymyxin B Sulfate 10,000 units; neomycin sulfate 5 mg (equivalent to 3.5 mg neomycin base); 
gramicidin 0.25 mg. Inactive ingredients: liquid petrolatum, white petrolatum, purified water, propylene glycol, polyoxyethylene 
polyoxypropylene compound, emulsifying wax, and 0.2596 methylparaben as preservative. 
















: CONTRAINDICATIONS: Not for use in the eyes or of nonsusceptible organisms, including fungi. 
S: Bi in the external ear canal if the eardrum is perforated. Appropriate measures should be taken if this occurs. 
ional = This product is contraindicated in those individuals ADVERSE REACTIONS: Neomycin is a not 

National Research Council and ' who have shown hypersensitivity to any of its uncommon cutaneous sensitizer. Articles in the current 
information, FDA has classified the indicatic components. literature indicate an increase in the prevalence of 
as follows: T^ E WARNING: Because of the potential hazard of persons allergic to neomycin. Ototoxicity and 

“Possibly” effective: For topical administrati nephrotoxicity and ototoxicity due to neomycin, care nephrotoxicity have been reported (see Warning 
or the treatment of the listed localized infections. should be exercised when using this product in treating section). 
ive therapy in such conditions: extensive burns, trophic ulceration and other HOW SUPPLIED: Tube of 15 g. 
nas (impetigo, ecthyma, sycosis _ extensive conditions where absorption of neomycin is Complete literature available on request from 


ndary infected _ possible. In burns where more than 20 percent of the Professional Services Dept. PML. 

. body surface is affected, especially if the patient has 

. impaired renal function or is receiving other 

. aminoglycoside antibiotics concurrently, not more 
than one application a day is recommended. Burroughs Wellcome Co. 
PRECAUTIONS: As with other antibacterial aval pede c Triangle Park 


preparations, prolonged use may result in overgrowth Wellcome / North Carolina 27709 
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HALOG® CREAM (Halcinonide Cream 0.1%) 


Each gram of Halog Cream (Halcinonide 
Cream 0.1%) contains 1 mg. halcinonide 
(0.196) in a cream base. 


INDICATIONS: This productis intended for 
topical application for adjunctive therapy 
and symptomatic relief of inflammatory 
manifestations of acute and chronic corti- 
costeroid responsive dermatoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in vaccinia, varicella, and 
in those patients with a history of hyper- 
sensitivity to any ofthe components of the 
preparation. This preparation is not for 
ophthalmic use. 


PRECAUTIONS: General— If local infection 
exists, suitable concomitant antimicrobial or 
antifungal therapy should be administered. 
If afavorable response does not occur 
promptly, application of the corticosteroid 
should be discontinued until the infection is 
adequately controlled. Although systemic 
side effects associated with absorption 

of topical corticosteroid preparations are 
rare, their possible occurrence must be 
kept in mind when these preparations are 
used over large areas or for an extended 
period of time. If irritation or sensitization 
develops, the preparation should be dis- 
continued and appropriate therapy insti- 
tuted. Although topical steroids have not 
been reported to have an adverse effect 

on pregnancy, the safety of their use during 
pregnancy has not been absolutely estab- 
lished; therefore, they should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 


Occlusive Dressing Technique —The use of 
occlusive dressing increases the percu- 
taneous absorption of corticosteroids; their 
extensive use increases the possibility of 
systemic effects. For patients with exten- 
sive lesions it may be preferable to use a 
sequential approach, occluding one portion 
of the body at a time. The patient should be 
kept under close observation if treated with 
the occlusive technique over large areas 
and over a considerable period of time. 
Occasionally, a patient who has been on 
prolonged therapy, especially occlusive 
therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 
Thermal homeostasis may be impaired if 
large areas ofthe body are covered. Use 
ofthe occlusive dressing should be dis- 
continued if elevation of the body tempera- à 
ture occurs. Occasionally, a patient may AN 
develop a sensitivity reaction to a particular 
occlusive dressing material or adhesive and 
a substitute material may be necessary. If 
infection develops, discontinue the use of 
the occlusive dressing and institute appro- 
priate antimicrobial therapy. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, striae, skin atrophy, secondary 
infection, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. 
The following may occur more frequently 
with occlusive dressings: maceration of 

the skin, secondary infection, skin atrophy, 
striae, and miliaria. Contact sensitivity toa 
particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 


For full prescribing information, consult 
package insert. 


HOW SUPPLIED: In tubes of 15 and 60g. 
and in jars of 240g. (802.). 


S UIB ® The Priceless Ingredient of every product 
is the honor and integrity of its maker. ™ 


€ 1976 E. R. Squibb & Sons, Inc. 356-509 
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Eczematous Dermatitis After 6 days therapy with Halog Cream 





s iem 
n t 


2d 
E a » 

"ea TAM Jr 

ipm m sooo y 9A 





One Halog picture 


is worth 
athousand words 


See adjacent SQUIBB column for brief summary 
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Classic antidandruff therapy. Unsurpassed 


in efficacy and safety for 25 vears. 


BRIEF SUMMARY —Contains: Selenium sulfide, 2/295, w/v in aqueous suspension; also contains: bentonite, 
sodium alkyl aryl sulfonate, sodium phosphate (monobasic), glyceryl monoricinoleate, citric acid, captan and 
perfume. Indications: For the treatment of seborrheic dermatitis of the scalp, including dandruff. Contraindica- 


tions. Should not be used by patients allergic to any of its companents. Warnings: Safety for use on infants has 
not been established. Precautions: Cutaneous sensitization of the scalp or adjacent areas has been reported; if 
sensitivity reactions should occur, discontinue use. Chemical conjunctivitis may result if product enters the eyes. 
Do not use when acute inflammation or exudation is present as an increase in absorption may occur. Adverse Re- 
actions: As with other shampoos, oiliness or dryness of the hair and scalp may occur following use; 

there have been occasional reports of an increase in the amount of normal hair loss. Hair discolora- cc) 
tion may occur; can be avoided or minimized by thorough rinsing. ae 
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i blic ation. Accepted manuscripts become 
: he AüEHIVES and may not be published 
on Sod ihe pt blisher (AMA). 





after” ‘editorial: me Specify address to which requests for 
oes should be sent. 


Manuscript Preparation.—Submit an original typescript and two 
high-quality copies of the entire manuscript. All copy (including 
references, legends, and tables) must be typed double-spaced on 22 x 
28-cm (8% X ll-inch), heavy-duty white bond paper. Ample margins 
should be provided. 

. Refer to patients by number (or. in anecdotal reports, by fictitious 
^. given names). Real names or initials should not be used in the text, 

tables, or illustrations. 








Titles.—Titles should be short, specific, and clear. They should not 
exceed 42 characters per line, including punctuation and spaces, and 
be limited to two lines, if possible. 


Style of Writing.—The style of writing should conform to acceptable 
English usage and syntax. Slang, medical jargon, obscure abbrevia- 
tions, and abbreviated phrasing are to be avoided. 


Informed Consent.—Manuscripts reporting the results of experi- 
mental investigations of human subjects must include a statement to 
.. the effect that informed consent was obtained after the nature of the 
; . procedure(s) had been fully explained. 


—. Abstract.—Provide an abstract (135-word maximum) of the article, 
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.. conclusions. The abstract replaces the summary. 
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(2) chapter title (if any), (3) editor Gf any), (4) title of book, (5) city of 

publication, (6) publisher, and (7) year. Volume and edition numbers, 

specific pages, and name of translator should be included when 
appropriate. The author is responsible for the accuracy and complete- 
ness of the references and for their correct text citation. 
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originally done in English units. | 


Hlustratiors.— Use only those illustrations that clarify and augment 
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back of each :llustration. All lettering must be legible after reduction to 
column size. Artwork submitted for publication. may be relettered to 
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cation and stain should be provided when pertinent. Illustrations 
should preferably be in a proportion of 12.5 x 18 cm (5 x 7 
inches). | 

An experienced medical illustrator should be employed whenever 
possible for the preparation of all artwork. Template lettering or preset 
type is preferred to hand-lettered labels. If halftone artwork with labels 
is submitted, affix type and leaders to a clear acetate overlay registered 
to the base drawing. Labels and leaders should be applied directly to 
the drawing board surfaces if the artwork consists only of line ink 
technique. 

Illustrations in full color are accepted for publication if the editors 
believe that color will add significantly to the published manuscript. 
The AncHivss will pay part of the expense of reproduction and 
printing color illustrations, the remainder to be borne by the author or 
his sponsor, After deducting the ARCHIVES contribution, the author's 
share is $275.00 for up to six square-finished illustrations that can be 
arranged on a one-page layout. Any additional illustrations or special 
effects will be billed to the author at cost. Positive color transparencies 
(35 mm preferred) must be submitted for an evaluation. Do not send — 
color prints unless accompanied by original transparencies. All trans- 
parencies should be carefully packed and sent with the manuscript. 


Legends.—Legends should be typed double-spaced, beginning ona. 
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words. 
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ARCHIVES after the PLATE has been formally accepted.. 


Statistical Review.— Manuscripts containing statistical cue 
should include the name and affiliation of the statistical reviewer. f 


Tables.—Each table should be typed double-spaced, including all 


_ headings, on « separate sheet of 22 x 28-cm (8% X.1]-inch) paper. Do — | 


not use larger size paper. If a table must be continued, use a second 
sheet and repeat all heads and stubs. Each table must have a title. 


Instructions for Authors 


IN THE TREATMENT 
And control of 
Tinea Versicolor 


Warm water and Stiefel Salicylic Acid 
and Sulfur Soap may be all that's needed 
to clear up lesions in this stubborn 
condition, simply and economically. 

If additional treatment is indicated, 

“This type of medicated soap, besides 
being fungicidal and antiseborrheic, is 
keratolytic and allows other fungicidal 
solutions or creams to penetrate the 
stratum corneum better!’ When 
pigmentation has returned to normal, 
your patient can help prevent recurrence 
by regular use of Stiefel Salicylic Acid 
and Sulfur Soap and water. 


'J. Latoni. Cutis, Vol. 5, NO. 2, Feb. 1969 


A simple solution 


Supplied in 4.4 oz. bars. 
Contains 3% Salicylic Acid, 10% Pptd. Sulfur. 


STIEFEL 


Logical Dermatologicals Since 1847 
Stiefel Laboratories, Inc., Oak Hill, N.Y. 12460 





To control moisture and 
inhibit bacteria and fungi 
at any age. 


From diaper rash to dermatophytosis, when it's important to keep 
the patient's skin dry, ZeaSORB? is indicated. ZeaSORB contains 
4596 microporous cellulose* which absorbs four times its weight in 
moisture without caking or crusting. And, ZeaSORB contains no 

. starch to support pathogenic molds or bacteria. Para-chloro-meta- 
xylenol 0.596 and aluminum dihydroxy allantoinate 0.296 in the 
formula provide antibacterial, antifungal and astringent activity. 


ZeaSORB is safe to use and is indicated where moisture control is 
essential as prophylaxis or adjunctive therapy. It is also recommended 
for such indications as intertrigo, hyperhidrosis and tinea pedis. 


Supplied in 2 oz. plastic dispenser. Stock No. 1504-5. 


Professional samples on request. 
*U.S. Pat. Nos. 2890151, 3278383 
STIEFEL 


Logical Dermatologicals Since 1847 
STIEFEL LABORATORIES, INC., OAK HILL, NEW YORK 12460 








CREAM AND LOTION 


where fluorinated 
steroids may be 
too potent and 
high priced 


Especially indicated 

in generalized and 
long term maintenance 
therapy 


Laboratories, Inc. 





DESCRIPTION — Hydrocortisone 196 and 1⁄2% in a water-washable cream 

or lotion containing purified water, propylene glycol, isopropyl myristate, cholesterol and 
related sterols, cetyl alcohol and sorbic acid (Cream only, contains glyceryl 
monostearate, polysorbate 60, sorbitan monostearate and polyoxyl 40 stearate) 

(Lotion only, contains triethanolamine carbomer, polysorbate 40, sorbitan monopalmitate 
and silicone emulsion defoamer). 

ACTIONS — Topical corticosteroids are effective primarily because of their 
antiinflammatory, antipruritic, and vasoconstrictive actions. 

INDICATIONS — For relief of the inflammatory manifestations of corticosteroid-responsive 
dermatoses. 

CONTRAINDICATIONS: In viral diseases of the skin such as varicella and vaccinia 

and in patients with a history of hypersensitivity to any component. Not for ophthalmic use. 
Topical steroids should not be used when circulation is markedly impaired. 

WARNING: Should not be used extensively, in large amounts, or for 
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HYDROCORTISONE 
[we] 4% 






e Effective 






e Paraben Free 






e Economical 






e Elegant 





WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington, Pa. 19034 


PRECAUTIONS — If irritation develops, the product should be discontinued and 
appropriate therapy instituted. In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. If a favorable response does nc 
occur promptly, the corticosteroid should be discontinued until the infection has 

been adequately controlled. If extensive areas are treated or if the occlusive 
technique is used, the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken. 

ADVERSE REACTIONS — The following local adverse reactions have been reported with 
topical corticosteroids, either with or without occlusive dressings: burning sensations, 
itching, irritation, dryness, folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruption and hypopigmentation. 

DOSAGE AND ADMINISTRATION — Apply to affected areas 3 or 4 times daily. 

HOW SUPPLIED: Cream: Tubes — 12 oz., 1 02.; Jars — 4 oz., 16 0z.; 

Lotion: Bottles — 1 oz., 4 oz. 


FATITIPAARI u^ 


Efudex:therap 


fluorouracil) 





Before treatment, patient shows widespread but After a month of treatment with Efudex (fluorouracil) 5% 
relatively moderate solar keratosis—7/12/68. —8/ 14/68. Sites of keratoses are erythematous. Lesions »P 
not visible before therapy have appeared; intervening 
normal skin shows no response to the medication 
Solar keratosis is often a fact of life. The action is where the lesion is. 
Among any light-skinned population, Response begins after several days of 
extended exposure to the sun may lead to therapy with Efudex (fluorouracil) 5% Cream. 
solar keratoses. Whether called solar, The reaction is usually maximal within two 
actinic or senile keratoses, these lesions have weeks, gradually subsiding after discontinua- 
a characteristic appearance. Typically, they tion of therapy. Healthy skin shows virtually no 
are flat or slightly elevated, of a brownish or response to application of Efudex. Subclinical 
reddish color, papular, dry, rough, adherent esions will appear during the course of treat- 
and sharply defined. They commonly occur ment. And, of course, lesions that do not 
as multiple lesions usually found on exposed respond should be biopsied to rule out frank 
portions of the skin. And because they may neoplasms. The sequence of therapeutic 
be premalignant, they should be treated. action is erythema, vesiculation, erosion, 


ulceration, necrosis and then epithelization. 





Three and one-half months following end of therapy— 
12/11/68. Skin appears clear, with no evidence of 
scarring and no recurrence or new lesions. 


Its the results that count. 


Easily applied Efudex (fluorouracil) 5% 
Cream offers therapy that's convenient, effec- 
tive and has a high degree of safety. It usually 
provides excellent cosmetic results, as seen 
in the photograph above. Incidence of scar- 
ring, of particular importance with multiple 
facial lesions, is low. And the availability of 
the 5% cream, a Roche exclusive, adds econ- 
omy as well as outstanding clinical efficacy. 





Before prescribing, please consult complete 
product information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. 

Contraindications: Patients with known hyper- 
sensitivity to any of its components. 

Warnings: lf occlusive dressing used, may in- 
crease inflammatory reactions in adjacent normal skin. 
Avoid prolonged exposure to ultraviolet rays. Safe use 
in pregnancy not established. 

Precautions: If applied with fingers, wash hands 
immediately. Apply with care near eyes, nose and 
mouth. Lesions failing to respond or recurring should 
be biopsied. 

Adverse Reactions: Local— pain, pruritus, hyper 
pigmentation and burning at application site most 
frequent; also dermatitis, scarring, soreness and tender- 
ness. Also reported—insomnia, stomatitis, suppuration 
scaling, swelling, irritability, medicinal taste, photo- 
sensitivity, lacrimation, leukocytosis, thrombocytopenia, 
toxic granulation and eosinophilia. 

Dosage and Administration: Apply sufficient 
quantity to cover lesion twice daily with nonmetal 
applicator or suitable glove. Usual duration of therapy 
is 2 to 4 weeks. 

How Supplied: Solution, 10-ml drop dispensers 
containing 2% or 5% fluorouracil on a weight/weight 
basis, compounded with cible ne glycol, tris(hydrox 


methyl)aminomethane, hydr propyl cellulos je, 
parabens (methyl and p ropy) al and disodium edetate. 
Cream, 25-Gm tubes—containing 5% fluorouracil 


in a vanishing cream base are of white petro- 
atum, stearyl alcohol, propylene glycol, polysorbate 60 
and parabens (methyl and propyl) 


Roche Laboratories 
C ROCHE Division of Hoffmann-La Roche Inc 
Nutley, New Jersey 07110 


Efudex 5% Cream 


fluorouracil/Roche 
For overt and subclinical keratotic lesions 
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Positive diagnosis requires 
visualization of the 
scabies itch mite (Figure 2) 


Diagnosis may be based on fierce 
nocturnal itching alone‘ since this 
symptom is highly distinctive. 
Equally characteristic is the ap- 
pearance and distribution of the 
lesions (hands, wrists and elbows 
in 9 out of 10 cases).! But since 
itching may be absent, and scabi- 
etic burrows may be few and 
difficult to see in persons with scru- 
pulous hygiene, confirmation of 
diagnosis demands demonstration 
of Sarcoptes scabiei under the 
microscope.!?:4 


To demonstrate the itch mite, 
look for an unscratched, inhabited 
burrow (wherever the patient says 
he itches at that very moment is a 
likely spot). Use a strong light, a 
magnifying glass, and a surgical 
blade to which a drop of mineral oil 
is added. Scrape several sites. 
Transfer the material to a slide, 
cover, and examine under low power 
magnification. ^5 


Figure 1. This is scabies. Such furuncular lesions on the 
elbows are very commonly associated with involvement of the 
hands and wrists. Less common sites include the nipples (in 


women onl»), genitals, buttocks and the axillae. 







Therapy with Kwell 
is nearly 100% effective 


Kwell— 1% gamma benzene hexa- 
chloride —is an "effective scabi- 
cide"^—"nearly 100% effective." 
In fact, it is so effective it has been 
used diagnostically in the absence 
of microscopic evidence of scabies 
(visualization of Sarcoptes scabiei); 
and its use in *... diagnosed 
scabies was very successful... only 
one patient required retreatment.” 
Kwell. The most popular 
prescription parasiticide. Because 
it is truly effective—often after only 
one single application (a second or 
third application may be made at 
weekly intervals, if needed)—and 
because it is virtually nonsensitizing 
and nonirritating to the skin.** 
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Figure 2. This is the scabies itch mite. Sarcoptes scabiei, 

in three stages: egg, larva and adult. Note fecal compactions 
(red in color because the parasite feeds on blood) which are 
diagnostic in the absence of the living organism. 


Active ingredient: gamma 
isomer of benzene hexachloride, 
USP, 1%. 

Precautions: avoid contact 
with eyes or mucous membranes. 
For external use only. If accidental 
ingestion occurs, prompt gastric 
lavage is indicated. 

Adverse reactions: contact 
dermatitis has been reported. 


Available on prescription only 
as Kwell Lotion in 2 and 16 fl. oz. 
bottles, and as Kwell Cream in 2 oz. 
and | Ib. jars. See package insert for 
complete prescribing information. 


References: 1. Patient Care 7:94, Nov. l, 
1973. 2. Haydon, J.R. and Caplan, R.M.: Arch. 
Dermatol. 103:168, Feb. 1971. 3. Stankler, L.: 
Practitioner 210:803, June 1973. 4. Domonkos, 
A.N. (ed.): Andrews' Diseases of the Skin: Clinical 
Dermatology, ed. 6, Philadelphia, W.B. Saunders 
Company, 1971, pp. 511-513. 5. Muller, G., et al.: 
Arch. Dermatol. 107:70, Jan. 1973. 6. James, 
B.H.E.: Br. Med. J. 1:178, Jan. 15, 1972. 7. Wex- 
ler, L.: Clin. Med. 75:28, Aug. 1968. 8. Sollman, T.: 
A Manual of Pharmacology, ed. 8, Philadelphia, 
W.B. Saunders Company, 1957, p. 178. 


Reed & Carnrick/Kenilworth, New Jersey 07033 


® 


cream 
lotion 


gamma benzene 
hexachloride 


wy 






ee 


Group ‘Therapy 








oArisfocort 


Iriamcinolone Acetonide 
lopicals 





a form and strength for every 
patient....every type of steroid. 
responsive dermatosis 


A standard for effectiveness in fluc 
inated topicals. 


The first triamcinolone preparation 
remove common sensitizers —contains 1 
parabens, phenol preservatives, lanolin. 


One of the most economical topic 
steroids available. 


In cosmetically-pleasing forms th 
have become traditional patient favoriti 
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0.9% 0.5% 0.1% 0.1% 0.025% 0.1% 
Cream Ointment Cream Ointment Cream Gel 











Indications: For relief of inflammatory manifestations 
corticosteroid-responsive dermatoses. 

Contraindications: Viral skin diseases, such as varicella at 
vaccinia; hypersensitivity to any component (not for ophthalm 
use); when circulation is markedly impaired. 

Warnings: Safety of use in pregnancy has not been absolute 
established. Do not use extensively. in large amounts. or f 
prolonged periods of time in pregnant patients. 

Precautions: If irritation develops. discontinue use and inst itu 
appropriate therapy. In infections. use appropriate antifungal 
antibacterial agents; if a favorable response does not occ 
promptly. discontinue the corticosteroid until the infection 
adequately controlled. If extensive areas are treated or t 
occlusive technique is used. increased svstemic absorption 
the corticosteroid may occur: take suitable precautions. 
Adverse Reactions: (local) Burning sensations. itching. irrit 
tion, dryness, folliculitis, secondary infection. skin atroph 
striae, hypertrichosis, acneform eruption and hypopigmentatio 
Supplied: Cream 0.5% —Per Gm.: triamcinolone acetonic 
5 mg.. sorbic acid 0.1% and potassium sorbate 0.1% as pr 
servatives; Cream 0.1%—Per Gm.: triamcinolone acetonic 
| mg., sorbic acid 0.1% and potassium sorbate 0.1% as pr 
servatives: Cream 0.025% — Per Gm.: triamcinolone acetonic 
0.25 mg., sorbic acid 0.1% and potassium sorbate 0.1% ; 
preservatives; all potencies are in a water base of mono an 
diglycerides, squalane, polysorbate 80 USP. polysorbate 6l 
spermaceti USP. stearyl alcohol USP, Tenox Il. and sorbiti 
solution USP. Ointment 0.5% —Per Gm.: triamcinolone ac 
tonide 5 mg.: inactive ingredient: white petrolatum; Orntme: 
0.175—Per Gm.: triamcinolone acetonide |] mg.: inacti 
ingredient: white petrolatum. ARISTOGEL" Gel 0.1% — Pk 
Gm.: triamcinolone acetonide 1 mg.. 1.8% benzyl alcohol a 
preservative; inactive ingredients in a water base: polvsorbat 
80 USP. polyoxyethylene (20) cetyl ether. glycerin ‘USP. an 
citric acid USP. 77- 


Lederle Laboratories 
A Division of American Cyanamid Company 
Pearl River. New York 10965 





































Warning: 
Farming & Gardening 
May Be Harmful To 
Your Patients’ Health 





Insecticides, fungicides, disinfectants, 
fertilizers--these are just a few of 

the thousands of chemical agents used 
by farmers and gardeners that are 
potentially dangerous to their health. 


For quick, ready information on these 
hazards, there's a valuable guide: 

Health Hazards in Farming & Gardening. 
Prepared by the AMA, it provides 
authoritative, detailed information on 
these many health hazards--and their 
emergency treatment. 





Order your copy today. 
Use the form below. 


Ge dn ie RS 73. - tctaduslu Eug VOR St 


VE ! 
Order Department ind | 
American Medical Association 
535 N. Dearborn St. 
Chicago, III. 60610 
Please send me... copy (ies) 


of Health Hazards in Farming & 
Gardening, (OP-389). Price: $1 each. 


Name 





Address 








Zip —————————————————————: 
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Vanoxide* Acne Lotion and Loroxide" Acne Lotion 


Description: Vanoxide Acne Lotion contains (as dispensed) benzoyl peroxide 
5% and chlorhydroxyquinoline 0.25%, incorporated in a water washable 
lotion. 


Loroxide Acre Lotion contains (as dispensed) benzoyl peroxide 5.5%, and 
chlorhydroxyquinoline 0.25%, incorporated in a water washable lotion, with 
Dermik Colcr Blender supplied separately. 


How Supplied: Vanoxide — Bottles, 25 and 50 grams; Loroxide — Bottles, 
25 grams 


Vanoxide-HC* and Loroxide-HC* Lotions 


Description: Vanoxide-HC Lotion contains (as dispensed) hydrocortisone 
0.595. benzoy peroxide 5.0% and chlorhydroxyquinoline 0.25%, incorporated 
in a water washable lotion containing purified water, propylené glycol, 
hydroxyethylzellulose, FD&C color, cholesterol-sterol, cetyl alcohol, 
propylene glycol stearate, polysorbate 20, lanolin alcohol, propylparaben, 
decy! oleate, purcelline oil syn., antioxidants, vegetable oil, methylparaben. 
tetrasodium EDTA, buffers. cyclohexanediamine tetraacetic acid, calcium 
phosphate, silicone emulsion, and silica. 


Loroxide-HC Lotion contains (as dispensed) hydrocortisone 0.5%, benzoyl 
peroxide 5.5% and chlorhydroxyquinoline 0.25%, incorporated in a water 
washable lotion containing purified water, propylene glycol, hydroxyethyl- 
cellulose. caramel color, cholesterol-sterol, cetyl alcohol, propylene glycol 
stearate, polysorbate 20, lanolin alcohol, propylparaben, decyl oleate, 
purcelline oil syn., antioxidants, vegetable oil, methylparaben, tetrasodium 
EDTA. pH buffers, cyclohexanediamine tetraacetic acid, calcium phosphate, 
silicone emulsion, silica, kaolin, talc and titanium dioxide, with Dermik Color 
Blender" supplied separately. 

Actions: Provides keratolytic, peeling and drying action. 

Indications: An aid in the treatment of acne and oily skin. 


Contraindications: Contraindicated for patients having known hypersensi- 
tivity to hydrocortisone, benzoyl peroxide, chlorhydroxyquinoline or any other 
component of this preparation. Topical steroids are contraindicated in viral 
diseases of the skin, such as varicella and vaccinia. 


Warning — Usage in Pregnancy: Safety of use of topical steroids during preg- 
nancy has not been absolutely established. Therefore, they should not be 
used extensively, or in large amounts or for prolonged periods of time on 
pregnant patients 


Precautions: For external use only. Keep away from eyes. Discontinue use if 
irritation develops. Use of appropriate antifungal or antibacterial agents 
should be instituted in presence of infection. If a favorable response does not 
occur promptly, the corticosteroid should be discontinued until the infection 
has been adequately controlled. If extensive areas are treated, or if the 
Occlusive technique is used, the possibility exists of increased systemic 
absorption of the corticosteroid and suitable precautions should be taken. 
Observe patients carefully for possible local irritation or sensitization during 
long-term topical therapy. Apply with caution on neck and/or other sensitive 
areas. There may be a slight, transitory stinging or burning sensation on 
initial applicat on which invariably disappears on continued use. Ultraviolet 
and cold quartz light should be employed in lesser amounts, as this lotion 

is keratolytic and drying. Harsh, abrasive cleansers should not be used 
simultaneously with this lotion. Colored or dyed garments may be bleached 
by the oxidizing action of benzoyl peroxide. Chlorhydroxyquinoline may 
cause temporary light-yellowish skin staining in rare cases. Keep out of the 
reach of children 


Adverse Reactions: Local adverse reactions reported with topical corti- 
costeroids: burning sensations, itching, irritation, dryness, folliculitis, 
secondary infection, skin atrophy, striae, hypertrichosis, acneiform eruptions, 
and hypopigmentation. The sensitizing potential of benzoy! peroxide and 
chlorhydroxycuinoline are low; but they can produce allergic reaction. 
Reduce amount and frequency of application if excessive redness or peel- 
ing occurs. 

How Supplied: Bottles, 25 grams 


Caution: Fede-al law prohibits dispensing without prescription. 


5-Benzagel' and 10-Benzagel” Acne Gels 


Description: 5% or 10% benzoyl peroxide, 6% polyoxyethylene laury! ether and 
40% alcohol in an astringent gel containing colloidal magnesium aluminum 
silicate, hydroxypropyl! methylcellulose, citric acid, fragrance, and purified 
water. 

Action: Provides drying, desquamative and antiseptic activity. 

Indication: An aid in the treatment of acne. 


Dosage and Administration: Wash affected areas prior to application. Apply 
once or more caily or as directed by physician. 


Contraindications: Should not be used by patients having known sensitivity 
to either benzcy! peroxide or polyoxyethylene laury! ether. 


Precautions: For External Use Only. Not for ophthalmic use. Keep away from 
eyes and muccsae. Very fair individuals should begin with a single applica- 
tion at bedtime allowing overnight medication. May bleach colored fabrics. 
Keep this and ell other medications out of the reach of children. 


Caution: Federal law prohibits dispensing without prescription. 
How Supplied: Plastic tubes, 175 oz. and 3 oz. 


DERMIK LABORATORIES, INC. 
Fort Washington, Pa., U.S.A. 19034 
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Kenalog® Cream 0.025%, 0.1%, and 0.596 (Triamcinolone Acetonide 
Cream U.S.P.) provide 0.25 mg., 1 mg., and 5 mg. triamcinolone acetonide 
per gram, respectively, in a vanishing cream base. Kenalog Ointment 
0.025%, 0.1%, and 0.5% (Triamcinolone Acetonide Ointment U.S.P.) 
provide 0.25 mg., 1 mg., and 5 mg. triamcinolone acetonide per gram, 
respectively, in Plastibase® (Plasticized Hydrocarbon Gel), a polyethylene 
and mineral oil gel base. Kenalog Lotion 0.025% and 0.1% (Triam- 
cinolone Acetonide Lotion) provide 0.25 mg. and 1 mg. triamcinolone 
acetonide per ml., respectively, in a lotion base. Kenalog Spray (Triam- 
^cinolone Acetonide Aerosol N.F.) provides 3.3 mg. M 
acetonide per 50 grams in an teuer ee vehicle. with Eon! 

(4 th) and prepepente. Ds DAE 


Kenalog Cream 
Triamcinolone Acetonide 


INDICATIONS: These preparations are indicated for relief of the 
inflammatory manifestations of corticosteroid-responsive dermatoses, 
CONTRAINDICATIONS: Topical steroids are contraindicated in viral 
diseases of the skin, such as vaccinia and varicella, and in patients with 
a history of hypersensitivity to any product component. These prepara- 
tions are not for ophthalmic use. Topical steroids should not be used 
when circulation is markedly impaired. 

WARNINGS: Usage in pregnancy—Although topical steroids have not . 
been reported to have an adverse effect on the fetus, the safety of thal: 


.. use during pregnancy has not been absolutely established; therefore 
_ they should not be used extensively on Mig iae peonia i ue ee 


amounts, or for ged i iis of Mes 


s 
F 


ating effet 


Kenalog Ointment 
Triamcinolone Acetonide 
Ointment U.S.P. 





PRECAUTIONS: Administer suitable antifungal or antimicrobial therapy 
if infection exists; íf there is not a prompt, favorable response, discon- 


tinue the corticosteroid until the infection has been adequately controlled. 


Discontinue the drug and institute appropriate therapy if irritation 
develops. if extensive areas are treated or if the occlusive technique is 
used, the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken. When the spray 
formulation is used about the face, the eyes should be covered and 
inhalation of the spray avcided. 

ADVERSE REACTIONS: The following local adverse reactions have been 
reported with topical corticosteroids either with or without occlusive 


Kenalog Spray 
Iriamcinolone Acetonide 
Aerosol N.F. 


SQUIBB‘ © 1976 E.R. Squibb & Sons, Inc. 326-501 
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dressings: burning sensations, itching, irritation, dryness, folliculitis, sec- 
ondary infection, skin atrophy, striae, miliaria, hypertrichosis, acneform 
eruptions, maceration of the skin and hypopigmentatíon; contact sensi- 
tivity to a particular dressing material or adhesive may occur occasion- 
ally. Wnen the spray formulation is used, some patients (particularly those 
with very dry skin or dry lesions) may find the cooling effect of the spray 
objectionable or complain of a transient burning or stinging sensation. 
For full prescribing information, consult package inserts. 
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Kenalog Lotion 
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Actual photograph 

of tinea unguium infection a —. 
(onychomycosis). Note 
dystrophy, discoloration and 

subungual hyperkeratosis of the toenails. In 
addition, there is erythema and scale along the 
medial margin of the foot which is consistent 
with tinea pedis, also present in this patient. 
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Grisaclin 500 
ofulvn (microsize) Tablets 


finds il 


Brand of 


- 





For deep-seated tinea infections of skin and hair, 


as well as nails 


Potent fungistat affords the antifungal activity needed to bring 
deep-seated tinea infections, including onychomycosis, under 
control. Systemic action penetrates where topical action 


often fails. 


Wide range antifungal activity includes 

Trichophyton — T. rubrum, T. mentagrophytes, T. tonsurans, 
I. interdigitalis, T. verrucosum, T. megnini, T. gallinae, 

I. crateriform, T. sulphureum, T. schoenleini: Microsporum — 
M. canis, M. audouini, M. gypseum; and Epidermophyton 


floccosum. 


A single 500 mg. tablet usually produces peak serum levels in 
about four hours. Dosage is individualized easily with 125 mg. 
and 250 mg. capsules, and 500 mg. tablets — depending on 
body weight of patient, severity and location of infection. 


BRIEF SUMMARY 
(For full prescribing information, 
see package circular) 


Grisaclin 


Brand of 7 
Griseofulvin (microsize) 


Indications: Griseofulvin is indicated for the 
treatment of ringworm infections of the skin, hair, 
and nails, namely: Tinea corporis, Tinea pedis, 
Tinea cruris, Tinea barbae, Tinea capitis, Tinea 
unguium (onychomycosis) when caused by one 
or more of the following genera of fungi: Tricho- 
phyton rubrum, T. tonsurans, T. menta groph ytes, 
T interdigitalis, T. verrucosum, T. megnini, T. galli- 
nae, T crateriform, T. sulphureum, T. schoenleini, 
Microsporum audouini, M. canis, M. gypseum, 
Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi responsi- 
ble for the infection should be identified. 
The use of this drug is not justified in minor or 
trivial infections which will respond to topical 
agents alone. 
Griseofulvin is not effective in the following: Bac- 
terial infections, candidiasis (moniliasis), histo- 
plasmosis, actinomycosis, sporotrichosis, chro- 
moblastomycosis, coccidioidomycosis, North 
American blastomycosis, cryptococcosis (toru- 
losis), Tinea versicolor, nocardiosis. 
Contraindications: This drug is contraindi- 


cated in patients with porphyria, hepatocellular 
failure, and in individuals witha history of hyper- 
sensitivity to griseofulvin. 

Warnings: Prophylactic Usage—Safety and 
efficacy of griseofulvin for prophylaxis of fungal 
infections has not been established. 

Animal Toxicology—Chronic feeding of griseo- 
fulvin, at levels ranging from 0.5-2.5% of the diet, 
resulted in the development of liver tumors in 
several strains of mice, particularly in males. 


Smaller particle sizes result in an enhanced effect. 


Lower oral dosage levels have not been tested. 
Subcutaneous administration of relatively small 
doses of griseofulvin, once a week, during the first 
three weeks of life has also beer reported to 
induce hepatomata in mice. Although studies in 
other animal species have not yielded evidence of 
tumorogenicity, these studies were not of ade- 
quate design to form a basis for conclusions in 
this regard. 

In subacute toxicity studies, orally administered 
griseofulvin produced hepatocellular necrosis in 
mice, but this has not been seen in other species. 
Disturbances in porphyrin metabolism have been 
reported in griseofulvin-treated ‘aboratory 


. animals. Griseofulvin has been reported to have a 


colchicine-like effect on mitosis and cocarcino- 
genicity with methylcholanthrere in cutaneous 
tumor induction in laboratory animals. 

Usage in Pregnancy —The safe:y of this drug dur- 
ing pregnancy has not been established. 


Animal Reproduction Studies —It has been 
reported in the literature that griseofulvin was 
found to be embryotoxic and teratogenic on oral 
administration to pregnant rats. Pups with abnor- 
malities have been reported in the litters of a few 
bitches treated with griseofulvin. Additional ani- 
mal reproduction studies are in progress. 
Suppression of spermatogenesis has been re- 
ported to occur in rats, but investigation in man 
failed to confirm this. 

Precautions: Patients on prolonged therapy 


with any potent medication should be under close ^ 4 


observation. Periodic monitoring of organ system 
function, including renal, hepatic, and hemato- 
poietic, should be done. 

Since griseofulvin is derived from species of 
penicillin, the possibility of cross-sensitivity with 
penicillin exists; however, known penicillin-sensi- 
tive patients have been treated without difficulty. 
Since a photosensitivity reaction is occasionally 
associated with griseofulvin therapy, patients 
Should be warned to avoid exposure to intense 
natural or artificial sunlight. Should a photosen- 
Sitivity reaction occur, lupus erythematosus may 
be aggravated. 

Griseofulvin decreases the activity of warfarin- 
type anticoagulants so that patients receiving 
these drugs concomitantly may require dosage 
adjustment of the anticoagulant during and after 
griseofulvin therapy. 

Barbiturates usually depress griseofulvin activity 
and concomitant administration may require a 
dosage adjustment of the antifungal agent. 
Adverse Reactions: When adverse reactions 
occur, they are most commonly of the hypersen- 
Sitivity type such as skin rashes, urticaria, and 
rarely, angioneurotic edema, and may necessitate 
withdrawal of therapy and appropriate counter- 
measures. Paresthesias of the hands and feet 
have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness, insomnia, 
mental confusion, and impairment of performance 
of routine activities. 

Proteinuria and leukopenia have been reported 
rarely. Administration of the drug should be dis- 
continued if granulocytopenia occurs. 

When rare, serious reactions occur with griseo- 
fulvin, they are usually associated with high 
dosages, long periods of therapy, or both. 
Dosage and Administration: Accurate diag- 
nosis of the infecting organism is essential. 
Medication must be continued until the infecting 
organism is completely eradicated as indicated 
by appropriate clinical or laboratory examination. 
General measures in regard to hygiene should be 


Observed to control sources of infection or reinfec- 


tion. Concomitant use of appropriate topical 
agents is usually required, particularly in treat- 
ment of tinea pedis. 

Dosage should be individualized, depending on 
age and severity of infection. Adu/ts—0.5 Gm. 
daily (125 mg. q.i.d., 250 mg. b.i.d., or 500 mg./ 
day). Children— 10 mg./kg. daily is usually ade- 
quate (from 30 to 50 Ib., 125 mg. to 250 mg. daily; 
over 50 Ib., 250 mg. to 500 mg. daily, in divided 
doses). 

How Supplied: GRISACTIN [griseofulvin 
(microsize)] — No. 442 — GRISACTIN 125, each 
capsule contains 125 mg., in bottles of 100 and 
500. No. 443 — GRISACTIN 250, each capsule 
contains 250 mg., in bottles of 100 and 500. 

No. 444 — GRISACTIN 500, each tablet (scored) 
contains 500 mg., in bottles of 60. 
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EN AGAH Tonei Now available! 


(fluocinolone acetonide) 


Summary of Prescribing Information i 
DESCRIPTION 
Synalar’ (fluocinolone acetonide) has the T AMERICAN AMERICAN 
chemical name 6a, 9a-difluoro-16a-hydroxypred- MEDICAL MEDICA! MEDICAL 
nisolone-16,'17-acetonide. M DICA DIRECTORY DIRECTOR" DIRECTORY 
Synalar’ Solution 0.0196 — contains 0.01% i . i — 
fluocinolone acetonide in propylene glycol with sd x 267 
citric acid. - am 
Synalar’ Ointment 0.02596 — contains 0.025% -— i 
fluocirtolone acetonide in white petrolatum. 
. Synalar-HP' Cream —contains 0.2% fluocino- 


lone acetonide in a water-washable aqueous base 








of stearyl alcohol, cetyl alcohol, mineral oil, is RA ' ‘ 
‘propylene glycol, sorbitan monostearate, poly- A One of a kind reference! 
oxyethylene sorbitan monostearate and citric The DIRECTORY indexes all U.S. physi- 
acid, with methylparaben and propylparaben . . . 
ok mepivatives, cians in the U.S. and possessions, 
Synemol" (fluocinolone acetonide) has the those serving in the Armed Services, 
chemical name 6a, 9a-difluoro-16a-hydroxypred- , ST . . 
ERER aAA, Veteran’s Administration, Public Health 
The vehicle is a water-washable aqueous Service, and those U.S. physicians 





emollient base of stearyl alcohol, cetyl alcohol, 
mineral oil, propylene glycol, sorbitan monostea- 
rate, polyoxyethylene sorbitan monostearate 


residing temporarily in foreign countries. 


and e: Separate indexes for faster references! 
Topical steroids are primarily effective because This 26th edition consists of 4 nard-bound volumes. One is alphabetically 

of their anti-inflammatory, antipruritic and vaso- indexed; three are geographically indexed. (Each volume contains a separate 

constrictive actions. : 
INDICATIONS set of explanatory keys and code numbers to make your references easier 
For relief of the inflammatory manifestations and faster.) 


of corticosteroid-responsive dermatoses 
CONTRAINROISATIONS 5 More than 371,000 entries! Each one with a biographical history current 
Topical steroids are contraindicated in 
vaccinia and varicella. as of December, 1973! 
Topica) steroids are cortrainqioated Ih those Comprehensiveness and accuracy are assured by a full-time staff of more 
patients with a history of hypersensitivity to any T : è Tor 
of the components of the preparation than 100 people, working with the latest record-keeping facilities, to 
Synalar-HP Cream should not be used on constantly update and verify each physician’s record. 
infants up to two years of age 
PRECAUTIONS 
If irritation develops, the product should be 
discontinued and appropriate therapy instituted. Review this sample entry! 
In the presence of an infection the use of an 
appropriate antifungal or antibacterial agent 


: Tee Sa: 7€ 58 LO I ETE IS Eu TAL A YS 
should be instituted. If a favorable response does A : 

t tly, th ti t d should b 
d oUnued unit the intectionheabesn DOE, John. Robt. e 1220 N. Main St. 43210 * 
adequately controlled 


If extensive areas are treated or if the occlusive C D E F G H i J 
technique is used, the possibility exists of 


. increased systemic absorption of the corticos- 22 #048 A 02 T 49 L50 OBG,PD *020 185 


teroid and suitable precautions should be taken 





Although topical steroids have not been . Every listing - last name G. Year of licensure 
reported to have an adverse effect on pregnancy, : e He . i | : $ 
the safety of their use in pregnant females has first, bold face type indi H. Primary specta ty first; 
not absolutely been established. Therefore, they cates AMA membership. followed by secondary 
should not be used extensively on pregnant Professional mailing address specialty, if reported by 
patients, in large amounts, or for prolonged d s d d h $i v b h ; b id 
periods of time including zip code physician, both in bo 

D: e een are no! " Fema Prom | . Year of birth face type 

ynalar- ream should not be used for . . : 

prolonged periods and the quantity per day . State of medical education " Type of practice 
should not exceed 2 g of formulated material . School attended . American Specialty Board 

ADVERSE REACTIONS vide ‘ 

The following local adverse reactions have . Year of M.D. degree Certification 
been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, INDEXED ALPHABETICALLY BY CITY AND COUNTY WITHIN EACH STATE. 
hypertrichosis, acneform eruptions, hypopig- 
mentation. 








Synalar Cream and Ointment, Synemol Cream f B 
The following may occur more frequently with PLACE YOUR ORDER NOW! S/J a 
occlusive dressings than without such therapy: $ rn 
maceration of the skin, secondary infection, skin E | enclose , Rae VM eT for —— copys) of the new 26th Edition (1974) 1 
atrophy, striae, miliaria. 
of the AMERICAN MEDICAL DIRECTORY. E 
HOW SUPPLIED $ 
Synalar’ (fluocinolone acetonide) 4 E 
uo 709 B0 Q tubga ASD, 4259 jure 2 — — — U.S., Possessions, Canada and Mexico ............ $125 per set. | 
Cream 0.0196 — 15, 45, 60 g tubes; 120, 425g jars K 140 
Ointment 0.025%—15, 60 g tubes; 425 g jars. i a le Otek Countriesiar tad. eben lev. Saree he FED $140 per set. E 
Solution 0.01% — 20, 60 cc plastic squeeze R i 
bottles. | 
Synalar-HP" (fluocinolone acetonide) 0.2% g Name 
Cream —5, 12 g tubes. A B 
Synemol' (fluocinolone acetonide) O ; . i 
Cream 0.025%— 15, 60 g tubes. l rganization 
These preparations are available on prescrip- i $ 
tion only. i Address a 
| bs : 5 
g City eS ZIP n 
SYNTEX LABORATORIES, INC. I Return to: 
5 has ia a i i AMA, Order Dept., OP-64, 535 N. Dearborn St., Chicago, Ill. 60610 : 
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NOW, 1/2 THE. 
RISEOFULVIN 

IS ALL YOU 

NEED 

FOR EFFECTIVE 





FOR IMPROVED ABSORPTION EFFICIENCY: 
LJ 

unique 

Gris“PEG 


(griseofulvin 
ultramicrosize) Tablets 125 mg 


An ultramicrocrystalline solid-state dispersion of 
griseofulvin in polyethylene glycol 6000. 


THE 1/2 DOSE GRISEOFULVIN 
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crystal crystal introduces the 
ultramicrosize crystal 
Daily Dose: Daily Dose: Daily Dose: 
1 gm 500 mg 250 mg 


Solid-state dispersion of griseofulvin in polyethylene 
glycol 6000 produces ultramicrosize crystals of 
griseofulvin for improved absorption efficiency. 


NOW IMPROVED ABSORPTION PRODUCES 
EQUIVALENT PLASMA LEVELS WITH 1/2 THE USUAL DOSE 


THE PLASMA LEVELS OF Gris-PEG AND MICROSIZE GRISEOFULVIN COMPARED. 
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Based on a single dose double-blind bioavailability study 
conducted in 24 human volunteers comparing the average 
griseofulvin (microsize) and Gris-PEG plasma levels, There is 
nosignificant difference between peak plasmalevels, times to 


Based or a double-blind multiple dose steady state crossover 
bioavailability study conducted in 17 human volunteers 
comparing the average griseofulvin (microsize) and Gris-PEG 
plasma levels obtained on days 9, 11 and 13, There is no 


peak, and areas under the curve. Gas chromatographic assay. significant difference between times to peak, peak plasma levels, 


and areas under the curve. Gas chromatographic assay. 


250 mg of Gris-PEG™ (griseofulvin ultramicrosize) 
provides plasma levels equivalent to those obtained 
with 500 mg of microsized griseofulvin. This factor 
permits the oral intake of half as much griseofulvin but 
there is no evidence, at this time, that this confers any 
significant clinical differences in regard to safety and 
efficacy. 

The daily dosage of Gris-PEG for most fungal infections 
is 250 mg. Gris-PEG Tablets give you the flexibility of 
once-a-day or b.i.d. dosage. And you give the patient 
the same effectiveness at a lower cost. 

Gris-PEG is available as 125 mg tablets. 





ti,^ PEG 


(griseofulvin 
ultramicrosize) 
Tablets 125 mg 


from DORSEY LABORATORIES 
Division of Sandoz, Inc. 


For complete prescribing information, 
see following page. 


Grip PEG. 


- (griseofulvin 
.. ultramicrosize) Tablets 
125 mg 


The 1/2 dose griseofulvin. 





DESCRIPTION 


Griseofulvin is an antibiotic derived 
from a species of Penicillium. 


Gris-PEG is an ultramicrocrystalline 
solid-state dispersion of griseofulvin 
in polyethylene glycol 6000. 


Gris-PEG tablets differ from griseo- 
fulvin (microsize) tablets USP in that 
each tabiet contains 125 mg of ultra- 
microsize griseofulvin biologically 
equivalent to 250 mg of microsize 
griseofulvin. 


ACTION 


Microbiology: Griseofulvin is fungi- 
static with in vitro activity against vari- 
ous species of Microsporum. Epider- 
mophyton and Trichophyton. it has 
no effect on bacteria or other genera 
of fungi. 


Human Pharmacology: The peak plas- 
ma level found in fasting adults given 
0.25 g of Gris-PEG occurs at about 
four hours and ranges between 0.37 
to 1.6 mcg/mi. 


Comparable studies with microsize 
griseofuivin indicated that the peak 
plasma fevel found in fasting adults 
given 0.5 g occurs at about four 
hours and ranges between 0.44 to 1.2 
mcg/mt. 


Thus. the efficiency of gastrointestinal 
absorption of the ultramicrocrystalline 
formulation of Gris-PEG is approxi- 
mately twice that of conventional 
microsized griseofulvin. This factor 
permits the oral intake of half as much 
griseofulvin per tablet but there is no 
evidence, at this time, that this confers 
any significant clinical differences in 
regard to safety and efficacy. 


Gríseotulvin is deposited in the keratin 
precursor celis and has a greater attin- 
ity for diseased tíssue. The drug is 
tightly bound to the new keratin which 
becomes highly resistant to fungal 
invasions. 


INDICATIONS 


Gris-PEG (griseofulvin ultramicrosize) 
is indicated for the treatment of the 
following ringworm infections: 


Tinea corporis (ringworm of the body) 
Tinea pedis (athlete's foot) 

Tinea crutis (ringworm of the thigh) 
Tinea barbae (barber's itch) 

Tinea capitis (ringworm of the scalp) 
Tinea unguium (onychomycosis, ring- 
worm of the nails) 


when caused by one or more of the 
*oliowing genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton sulphureum 
Trichophyton schoenleini 
Microsporum audouini 
Microsporum canis 
Microsporum gypseum 
E£nidermonphvton floccosum 


NOTE: Prior to therapy. the type of 
fungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which will 
respond to topical agents alone. 


Griseofulvin is not effective in the fol- 
lowing: 

Bacterial infections 
Candidiasis (Moniltiasis) 
Histoplasmosis 

Actinomycosis 

Sporotrichosis 
Chromoblastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis) 
Tinea versicolor 

Nocardiosis 


CONTRAINDICATIONS 


This drug is contraindicated in pa- 
tients with porphyria. hepatocellular 
failure, and in individuals with a his- 
tory of sensitivity to griseofulvin. 


WARNINGS 


Prophylactic Usage: Satety and Effi- 
cacy of Griseofulvin for Prophylaxis of 
Fungal Infections Has Not Been Estab- 
lished. 


Animal Toxicology: Chronic feeding of 
griseofulvin. at levels ranging from 
0.5-2.5% of the diet, resulted in the 
development of liver tumors in several 
strains of mice, particularly in males. 
Smaller particle sizes result in an en- 
hanced effect. Lower oral dosage lev- 
eis have not been tested. Subcutane- 
ous administration of relatively small 
doses of griseofulvin, once a week, 
during the first three weeks of life has 
also been reported to mduce hepato- 
mata in mice. Although studies in other 
animal species have not yielded evi- 
dence of tumorogenicity, these studies 
were not of adequate design to form 
a basis for conclusions in this regard. 


in subacute toxicity studies. orally ad- 
ministered griseofulvin produced 
hepatocellular necrosis in mice, but 
this has not been seen in other spe- 
cies. Disturbances in porphyrin metab- 
olism have been reported in griseoful- 
vin treated laboratory animals. Griseo- 
fulvin has been reported to have a 
colchicine-like effect on mitosis and 
cocarcinogenicity with methyicholan- 
threne in cutaneous tumor induction 
in laboratory animals. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: It has 
been reported in the literature that 
griseofulvin was found to be embryo- 
toxic and teratogehic on oral adminis- 
tration to pregnant rats. Pups with 
abnormalities have been reported in 
the litters of a few bitches treated with 
griseofulvin. Additional anima! repro- 
duction studies are in progress. 


Suppression of spermatogenesis has 
been reported to occur in rats, but in- 
vestigation in man failed to confirm 
this. 


PRECAUTIONS 


Patients on prolonged therapy with 
any potert medication should be 
under close observation. Periodic 
monitoring of organ system function, 
including renal, hepatic and hema- 
topoietic, should be done, 


Since griseofulvin is derived from spe- 
cies. of penicillin, the possibility of 
cross sensitivity with penicillin exists; 
however, <nown penicillin-sensitive 
patients have been treated without 
difficulty. 


Since a photosensitivity reaction is OC- 
casionally associated with griseofulvin 
therapy. patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
sitivity reaction occur. lupus erythe- 
matosus may be aggravated. 


Griseofuivin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage adjust- 
mentof the anticoagulant during and 
after griseofulvin therapy. 


Barbiturates usually depress griseo- 
fulvin activity and concomitant acmin- 
istration may require a dosage adjust- 
mentof the antifungal agent. 


ADVERSE REACTIONS 


When adverse reactions occur, they 
are most commonly of the hypersensi- 
tivity type such as skin rashes, urti- 
catria.and rately. angioneurotic edema, 
and may necessitate withdrawal of 
therapy and appropriate countermea- 
Sures.Paresthesias of the hands and 
feet have been reported rarely after 
extended therapy. Other side effects 
reported occasionally are oral thrush, 
nausea, vomiting, epigastric distress. 
diarrhea. headache, fatigue, dizziness. 
insomnia, rrental confusion anc im- 
pairment of performance of routine 
activities. 


Proteinuria and ieukopenia have been 
reported raraly. Administration of the 
drug should be discontinued if granu- 
locytopenia occurs. 


When rare. serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages. long pe- 
riods of therapy, or both. 


DOSAGE AND ADMINISTRATION 


Accurate diagnosis of the infecting 
organism is essential. Identification 
should be made either by direct micro- 
scopic examination of a mounting of 
infected tissue in a solution of potas- 
sium hydroxide or by culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
clinical or laboratory examination. 
Representative treatment periods are 
— tinea capitis, 4 to 6 weeks; tinea cor- 
poris, 2 to 4 weeks; tinea pedis, 4 to 8 
weeks. tinea unguium — depending on 
rate of growth — fingernails, at least 4 
months; toenails. at feast 6 months. 


General measures in regard to hygiene 
should be observed to controi sources 


of infection or reinfection. Concomi- 
tant use of appropriate topical agents 
is usually required particularly in treat- 
ment of tinea pedis. in some forms of 
athiete's foot, yeasts and bacteria may 
be involved as well as fungi. Griseo- 
fulvin will not eradicate the bacterial 
or monilial infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofulvin ultramicrosize) is 
biologically equivalent to 500 mg of 
griseofulvin microsized, USP (see 
ACTION Human Pharmacology). 


Aduits: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinea cruris 
and tinea capitis. One 125 mg tablet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungus infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium, a divided daily dose ot 
500 mg is recommended. In al! cases, 
the dosage should be individualized. 


Children: Approximately 5 mg per kilo- 
gram (2.5 mg per pound) of body 
weight per day is an effective dose for 
most children. On this basis. the fol- 
towing dosage schedule for children 
is suggested: 


Children weighing over 25 kilograms 
(approximately 50 pounds) 125 mg 
to 250 mg daily. 


Children weighing 15-25 kilograms 
(approximately 30-50 pounds) — 62.5 
mg to 125 mg daily, 


Children 2 years of age and younger — 
dosage has not been established. 


Dosage should be individualized, as is 
done tor adults. Clinical experience 
with griseofulvin in children with tinea 
capitis indicates that a single daily 
dose is effective. Clinical relapse will 
occur if the medication is not contin- 
ued until the infecting organism is 
eradicated. 


CAUTION 
Federal law prohibits dispensing with- 
out prescription. 


HOW SUPPLIED 


Gris-PEG (griseofuivin ultramicrosize) 
Tablets differ from griseofulvin (micro- 
size) tablets USP in that each tablet 
contains 125 mg of ultramicrosize 
griseotulvin biologically equivalent to 
250 mg of microsized griseofulvin. Two 
125 mg tablets of Gris-PEG are bio- 
iogically equivalent to 500 mg of micro- 
sized griseofulvin. in bottles of 100 
scored tablets. 


Division of Sandoz, inc 
LINCOLN, NEBRASKA 68501 


IN SKIN INFECTIONS, 
WHERE CLEANLINESS REQUIRES 
MORE THAN SOAP 








BETADINE Skin Cleanser 


Degerms as it cleanses 


Patients can use BETADINE Skin Cleanser to degerm and cleanse face, hands and body, gently and thoroughly— 
particularly when it is essential to prevent autoinoculation of new sites, as may be the case in infected acne pimples. 
BETADINE Skin Cleanser, with its rich, golden lather, provides these advantages: 


B Prompt, broad-spectrum microbicidal action—kills Bi Virtually nonirritating to skin and mucosa.* 





both gram-positive and gram-negative bacteria (in- B Nonstaining to skin and natural fabrics. 

cluding antibiotic-resistant strains), fungi, viruses, Supplied: 4 fl. oz. plastic bottles. 

protozoa and yeasts. *In the rare instance of local irritation or sensitivity, discontinue use 
B Maintains microbicidal activity in the presence of by the individual. 

blood, pus and serum. Purdue Frederick © COPYRIGHT 1976, THE PURDUE FREDERICK COMPANY 


NORWALK, CONN. 06856 A8196 172076 
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. Yougonthave 

. foask your patients to 
sacrifice their skin 

to effectively tre 
their acne. 
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Persa-Gel. 





A clinical test* shows Persa-Gel to be ™ 
as effective as tretinoin cream in thelower-  ,, 
ing of the lesion count (pustules, papules 
and comedones), on unselected patients, 
without excessive erythema and peeling. — 


20 


TM o AA VASE Nae Veet EEE 
Persa-Gel — Tretinoin Cream Persa-Gel — Tretinoin Cream 
(BENZOYL PEROXIDE) all EAR 


5% anc 10% 22 Pts, Avg. 46 days" 
24 Pts, Avg. 56 days” 


Unique Acetone Gel :.. 10 EPERE E OA a 


c See nex e for full prescribing information. 
A, TEXAS PHARMACAL COMPANY eae yr: 
b San Antonio, Texas 78296 
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Unique 
acetone bose 
enhances 
stability 
and cosmetic 
acceptability. 


Two and one-half year dating 
No refrigeration required 


















CAUTION: Federal law prohibits dispensing without prescription. 
DESCRIPTION: Persa-Gel™ 5% contains 5% benzoyl peroxide; Persa-Gel™ 
10% contains 10% benzoyl peroxide; in a gel base containing acetone, 
carboxyvinyl polymer, triethanolamine, sodium lauryl sulfate, propylene 
glycol and purified water. 
ACTIONS: Benzoyl peroxide is primarily effective because of its drying, 
peeling and antiseptic action. 
INDICATION: For adjunctive topical therapy of acne vulgaris. 
CONTRAINDICATIONS: Benzoyl peroxide is contraindicated in patients 
with acute inflammation and in patients with a history of hypersensitivity to 
any of the components of the preparation. 
PRECAUTIONS: If excessive irritation develops, discontinue use and institute 
appropriate therapy. After the reaction clears, treatment may often be resumed 
with less frequent applications. Avoid contact with eyes, eyelids, lips and other 
mucous membranes, and anterior neck. May bleach hair and colored fabrics. 
ADVERSE REACTIONS: Allergic contact dermatitis and severe erythema with 
crusting have been reported with topical benzoyl peroxide. 
DOSAGE AND ADMINISTRATION: Persa-Gel^* (benzoyl peroxide) should 
be applied thinly to cover affected area after cleansing with non-medicated 
soap and water or a degreaser. Initial application once daily before bed- 
time is recommended, increasing to twice daily as tolerance develops. Feel- 
ings of warmth and stinging and slight erythema may be noted initially. It is 
advisable to initiate therapy with Persa-Gel™ 5% shifting to the use of 
Persa-Gel^" 10% after 3 or 4 weeks, or earlier if tolerance to the 5% has 
been determined. Therapeutic results are usually seen within 2 weeks with 
continued improvement therafter. 
HOW SUPPLIED: Persa-Gel™ 5% 1.5 oz. tubes 

(NDC0064-8610-31) 

Persa-Gel™ 10% 1.507. tubes 

(NDC0064-8600-31) 


Persa- Gel. 
(BENZOYL PEROXIDE) 


Unique Acetone Gel 5% ons 10% 


^, TEXAS PHARMACAL COMPANY 
YZ San Antonio, Texas 78296 





AMA 
Medical Health 
Film Library 


1976 





a quick reference 
to the AMA’s 
large collection 

of medical films... 


and it’s yours free 
with the coupon 
below 


You'll find nearly 100 pages of med- 
ical motion picture titles and descrip- 
tions in this new catalog -- well over 
300 titles and many of them brand 
new! 


These 16 mm. films are available 
on loan to medical societies and their 
auxiliaries, medical schools, hos- 
pitals, and other professional med- 
ical groups for a slight service 
charge. 


Reserve your copy today -- supply 
is limited! 


I 
American Medical Association 3! 
535 North Dearborn Street 
Chicago, IIl. 60610 
Attn: Dept. of Audio Visual 
Self Learning Programs 


Please send me your catalog: AMA 
Medical Health Film Library 1976 
as soon as it gets off the presses. 
| understand it's free. 


Name 
Title 
Organization 


City 





State/Zip 





CHARLES € THOMAS + PUBLISHER 


THE ULTRASTRUCTURE OF COLLAGEN: Its Relation to the Healing of Wounds and to the Management of Hypertrophic 
Scar edited by J. J. Longacre, Univ. of Cincinnati College of Medicine, Cincinnati, Ohio. (35 Contributors) Ever since the 
earliest recorded writings of man, scar has been a word with unpleasant connotations related to mutilation, disfigurement and 
loss of function. The continuous and unrelenting pull of scar tissue as the end result of wound healing under adverse 
conditions is a powerful deforming force to the human body. However, if it were not for the final conversion of granulation 
.tissue into mature scar, no wound would heal firmly. These natural forces must be harnessed and made beneficial to man. 
Recent biophysical, electron microscopic, biochemical and histochemical studies combined with surgical procedures have 
* provided a more enlightened approach to this control of natural forces. This text relates the ultrastructure of collagen to the 
“healing of wounds and the surgical management of hypertrophic scar and includes advanced knowledge on causation, 
| iréatment and prevention of hypertrophic scarring. A few of the topics discussed include wound sepsis, the basis of the 
“Histological demonstration of tension in collagen, burn contractures and keloids, the relation of collagen metabolism and 
hypertrophic scars, collagen degradation in normal and abnormal tissues, distribution of oxygen and its significance in healing 
tissue, the role of environmental factors on connective tissue cell metabolism, scanning and transmission electron microscopic 
studies, and behavior of scar tissue through its evolution with and without surgery. '76, 537 pp. (6 3/4 x 9 3/4), 537 il., 28 





tables, $41.50 


BEHAVIORAL SCIENCE IN CLINICAL MEDICINE by 
Stewart Wolf, Univ. of Texas, Galveston, and Helen 
Goodell, Cornell-New York Hospital Medical Center, New 
York. The importance of understanding the patient as a 
person before the practice of medicine, diagnosis and 
treatment can be effective is illustrated in this book. The 
authors discuss behavioral science in the context of human 
ecology, man’s needs and expectations, the significance of 
medical education, the cultivation of the individual and its 
significance in the practice of medicine, values, and 
fulfillment. The bibliography and index will aid in locating 
discussions of symptoms, diseases, social forces and person- 
ality characteristics. '76, 256 pp., 22 il., $14.50 


THE DIAGNOSIS AND TREATMENT OF FUNGAL IN- 
FECTIONS: A Symposium compiled and edited by Harry 
M. Robinson, Jr., Univ. of Maryland, Baltimore. (38 
Contributors) This book contains a compilation of chapters 
presenting current thoughts on various topics in the 
research, diagnosis and treatment of fungal infections. The 
contents cover recent developments in microbiology, lab- 
oratory diagnosis, histopathology, immunology, and recent 
experimental work. Articles are also included which cover 
various subjects concerning both superficial and deep 
mycotic infections. The book will help bridge the gap 
between the basic scientist and the clinician and will 
expand present knowledge by providing current results of 
recent research. ’74, 580 pp., 128 il. (18 in color), 45 
tables, $29.50 


DERMATOPHYTES IN HUMAN SKIN, HAIR AND 
NAILS by James T. Sinski, Univ. of Arizona, Tucson. This 
photographic essay will serve as an aid for persons who are 
concerned with the microscopic examination of human 
skin, hair and nails for possible dermatophyte infection. Its 
concern is with the typical, as well as the atypical 
morphology of fungi with emphasis being placed on the 
differentiation of causal organisms as they are seen in 
clinical materials. The depiction of a number of artifacts 
seen during these examinations is also included since these 
may be confused with fungal elements. Practical suggestions 
for the processing of a specimen for microscopic examina- 
tion are given including reagents and equipment used. ’74, 
64 pp. (6 3/4 x 9 3/4), 35 il., $7.95 


NAIL DISEASES In Internal Medicine by Pietro de Nicola, 
Univ. of Pavia, Pavia, Italy, and Mario Morsiani and Giorgio 
Zavagli, both of the Univ. of Ferrara, Ferrara, Italy, 
Anatomy, histology, embryology, chemical composition 
and histochemistry of the nail are presented in a short 
introductory chapter. The principal part of the book is 
concerned with the clinical aspects of nail disorders, 
including the most relevant nail symptoms. A clear descrip- 
tion is presented of all nail symptoms, most of which are 
not well known and deserve consideration in clinical 
practice. Original illustrations, most of which are color 
plates, are particularly helpful in the description of nail 
symptoms and disorders. This is an excellent reference 
book and should be in every dermatologist's library. 74, 
128 pp., 18 il. (8 in color), $10.50 


SCLERODERMA: Progressive Systemic Sclerosis by Alfred 
J. Barnett, Alfred Hospital, Melbourne, Australia. The 
contents of this book comprise an up-to-date account of 
scleroderma, based on the author’s personal experience and 
extensive study of the literature. In addition to extensive 
observations at the clinical level, important research work is 
reviewed on the more fundamental aspects including 
disturbance in connective tissue metabolism and immunol- 
ogy. Chapters deal with pathology, vascular disturbance, 
connective tissue disturbance, immunological disturbance, 
clinical manifestations and course, affection of particular 
systems, diagnostic problems and treatment. '74, 270 pp. (6 
3/4 x 9 3/4), 84 il., (9 in color), 19 tables, $24.75 


TEEN SKIN (2nd Ptg.) by Gordon C. Sauer, Univ. of 
Kansas, Kansas City. Written by a skin specialist, this book 
will answer all the questions about teenage skin problems. 
While Doctor Sauer talks primarily about complexion 
problems (acne), he also discusses the general care of your 
skin and related subjects such as dandruff, oily skin, dry 
skin, care of the hair and nails, and the proper role of 
cosmetics. Several case histories are reported and a definite 
outline of therapy and management of skin problems is 
delineated in 1-2-3 fashion. For those who have often 
wished that they could sit down and talk to a skin specialist 
about general skin problems, this is the next best thing; it 
lets the skin specialist answer questions in an easy-to-read 
booklet. '75, 80 pp., 12 il., $2.75, paper 


Orders with remittance sent, on approval, postpaid 
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Before Vanseb. Scanning electron micro- 


graph (1000x) shows common hair damage. 





After Vanseb. After 3 shampooings with 
Vanseb, another micrograph of the same hair 
shows that damage has been greatly repaired. 


Look closely before 


you recommend another 
dandruff shampoo. 


The only difference between the photo on 
the left and the photo on the right is a dandruff 


shampoo. Vanseb? 

Vanseb is the first antisebor- 
rheic shampoo that actually repairs 
your patient's damaged hair while 
it controls dandruff. It works on 
the frizzies as well as the flakes. 

What makes Vanseb unique is 
protein. Tests prove that protein 
reduces split ends, thickens the hair 
and increases tensile strength. 

To your patient, this means 
hair that's manageable, soft and 


G. S. Herbert Laboratories irvine, California 92664 U.S.A. H 








silky. To you, it means a therapy that works 
because your patient will follow it. Even if 


TAR 
SHAMPOO 


WITH PROTEIN 





frequent shampooing is necessary. 
For cases requiring a tar sham- 


poo, we make Vanseb®-T, also with 


protein. 

Everybody says their tar sham- 
poo is cosmetically elegant. Vanseb-T 
really is. It doesn't look or smell 
like a tar shampoo. It produces 
abundant lather. And it leaves hair 
lustrous and easy to comb. 

Vanseb and Vanseb-T. To help 
the hair as well as the scalp. 


We fix more than Dandruff. 








Announcement of 
THIRD ANNUAL 
DERMATOCRYOSURGICAL SEMINAR 


Registration-Fairmont Hotel, New Orleans, La. 
Lectures and Laboratory- 
Louisiana State University School of Dentistry 


Sponsored by 

RUDOLPH ELLENDER MEDICAL FOUNDATION 

Co-sponsored by 

American Society of Contemporary 
Medicine and Surgery 
A.M.A. and A.A.D.—Approved 

. This continuing medical education activity meets 
the criteria for 10 hours credit in Category 1 for 
the Physician's Recognition Award 
Endorsement—American Society for 

Dermatologic Surgery 


Saturday, October 2, 1976 
and 
Sunday, October 3, 1976 


Topics: Cryobiology, Cryosurgical Therapy of 
Benign and Malignant Lesions, Deep 
Malignancies of the Head and Neck, 
Cryotherapy of Acne and Lid Adnormal- 
ities and Instrumentation 


Dermatology 

Faculty: Richard F. Elton, M.D. 
Andrew Gage, M.D. 
Gloria Graham, M.D. 
Ronald R. Lubritz, M.D. 
Peter Mazur, Ph.D. 
Thomas J. Meek, M.D. 
William F. Spiller, M.D. 
Douglas Torre, M.D. 
Setrag A. Zacarian, M.D. 

Ophthalmology 

Faculty: Frederick T. Fraunfelder, M.D. 
John Sullivan, M.D. 


Clinical  Demonstrations—Cryosurgical Tech- 
niques on patients 
via live closed circuit 
TV 


Tuition: $175.00 


For further information contact 

A. V. Ravagni, Roof, Deita Towers, Canal at 
Claiborne, New Orleans 70112 

Ph: 504-524-9729 


LADIES DAY ACTIVITIES PLANNED 
Tours, French Quarter and Garden District 
i Homes 





seofulvin (microsize) tablet 


INDICATIONS / Griseofulviri is indicated for 


the treatment of ringworm infections of the 
skin, hair, and nails, namely: Tinea corporis, 
Tinea pedis, Tinea cruris, Tinea barbae, 
Tinea capitis, Tinea unguium (onychomycosis) 
when caused by ore or more of the following 
p of fungi: Trichophyton rubrum, 
richophyton tonsurans, Trichophyton men- 
tagrophytes, Trichophyton interdigitalis, 


. Trichophyton verrucosum, Trichophyton 
 megnini, Trichophyton gallinae, Trichophyton 


crateriform, Trichophyton sulphureum, 
Trichophyton schoenieini, Microsporum 
audouini, Microsporum canis, Microsporum 
gypseum, Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi re- 
sponsible for the infection should be identified. 

The use of this drug is not justified in 
minor or trivial infections which will respond 
to topical agents alone. 

 Griseofulvin is not effective in the follow- 
ing: Bacterial infections, Candidiasis 
(Moniliasis), Histoplasmosis, Actinomycosis, 
Sporotrichosis, Chromoblastomycosis, 
Coccidioidomycosís, North American Blasto- 
mycosis, Cryptococcosis (Torulosis), Tinea 
versicolor. Nocardiosis, — l 
CONTRAINDICATIONS This drug is contra- 
indicated in patients with porphyria, hepato- 
cellular failure, and in individuals with a 
history of sensitivity to griseofulvin. 
WARNINGS Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections havenot been established. 

Anímal toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5-2.5% 
of the diet, resulted in the development of 
liver tumors in several strains of mice, 
particularly in males. Smaller particle sizes 
result in an enhanced effect. Lower oral 
dosage levels have not been tested. Sub- 
cutaneous administration of relatively small 
doses of griseofulvin, once a week, during 
the first three weeks of life has also been 
reported to induce hepatomata in mice. 
Aithough studies in other animal species 
have not yielded evidence of tumorogenicity, 


these studies were not of adequate design to 


form a basis for conclusions in this regard. 

. in subacute toxicity studies, orally admin- 
istered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been seen 
in other species. Disturbances in porphyrin 
metabolism have been reported in griseofulvin- 
treated laboratory animals. Griseofulvin has 
been reported to have a colchicine-like effect 
on mitosis and cocarcinogenicity with methyl- 
cholanthrene in cutaneous tumor induction 

in laboratory animais. 

Usage in pregnancy: The safety of this drug 
during pregnancy has not been established. 

Animal reproduction studies: it has been 
reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic 
on oral administration to pregnant rats. Pups 
with abnormalities have been reported in 
the litters of a few bitches treated with griseo- 
fulvin. Additional animal reproduction studies 
are in progress, 

Suppression of spermatogenesis has been 
reported to occur in rats, but investigation in 
man failed to confirm this. 

PRECAUTIONS Patients on prolonged ther- 
apy with any potent medication should be 
under close observation. Periodic monitoring 
of organ system functions, including renal, 
hepatic, and hematopoietic, should be done. 

_ Since griseofulvin is derived from species 
of Penicillium, the possibility of cross sen- 
plana with penicillin exists; however, known 
penicillin-sensitive patients have been treated 
without difficulty. 

Since a photosensitivity reaction is occa- 
sionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure 
to intense natural or artificial sunlight. Should 
a photosensitivity reaction occur, lupus 
erythematosus may be aggravated. 

Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that patients 
receiving these drugs concomitantiy may 
require dosage adjustment of the anticoagu- 
lant during and after griseofulvin therapy. 

Barbiturates usually depress griseofulvin activ- 
ity and concomitant administration may require 
a dosage adjustment of the antifungal agent. 
ADVERSE REACTIONS When adverse 
reactions occur, they are most commonly of 
the hypersensitivity type, such as skin rashes, 
urticaria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of therapy 
and appropriate counter-measures, Paresthe- 
sias of the hands and feet have been re- 
ported rarely after extended therapy. Other 
side effects reported occasionally are oral 
thrush, nausea, vomiting, sii nin n distress, 
diarrhea, headache, fatigue, dizziness. 
insomnia, mental confusion, and impairment 
of performance of routine activities. 

Proteinuria and leukopenia have been re- 
ported rarely, Administration of the drug should 
be discontinued if graulocytopenia occurs. 

When rare, serious reactions occur with 
griseofulvin, they are usually associated with 
high dosages, long periods of therapy, or both, 

AVAILABLE in 125 mg., 250 mg., and 500 


mg. scored tablets, 

010 AUGUST 1973 
For more complete details, consult package 

insert or Schering literature available from 

your Schering Representative or Professional 

Services Department, Schering Corporation, 

Kenilworth, New Jersey 07033. 
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FULVICIN-U/F PEAK SERUM PLASMA LEVELS 
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Ls 


EFFECTIVE THERAPEUTIC PLASMA BASE LEVEL 


Adapted from Symchowicz, S., and Katchen, B.: J. Pharm. Sci. 57:1383, 1968. 
The above graph depicts average peak serum plasma levels of F ULVICIN-U/F following once-daily dosage 
of one FULVICIN-U/F 500 mg. tablet given before breakfast to six normal subjects for a seven-day period. 


ý Hours of fungistatic action at ringworm sites 
The above graph on plasma levels of FULVICIN-U/F 500 mg. in once-daily dosage indicates that this dosage is 
adequate to keep the antibiotic available for antifungal action in the keratin precursor cells where fungi have 
y the fungistatic action, the fungi are cast off as the keratin grows out and 


invaded. With the growth checked b 
sloughs off. Healthy tissue replaces infected keratin of skin, hair, and nails. 


Clinical efficacy, safety, and convenience 


The Ultra-Fine form of FULVICIN®—in clinical use for over 15 years— possesses two vital keys to success in 
long-term ringworm therapy: product familiarity, and the confidence that comes after years of effective and safe 
therapy. For your patient: dosage simplicity. The easy-to-remember, once-a-day routine that helps avoid dosage 
delinquency and the possibility of therapeutic setbacks when therapeutic plasma levels are not maintained. 
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Your allergy patients who are office 
workers may spend a quarter of their 
adult life in a hostile environment — 


from an allergen standpoint. Here are 


allergy patients avoi allrgen teli 
66 99 suggestions that might, with the help 
a bad day at the office of an understanding employer, lessen 








the allergic burden. 


Factory office doors 
weather-stripped to 
minimize industrial 
odors, fumes, and dust. 


If co-worker's lotion, 
hairspray, perfume 
seems to tease an aller- 
gic sensitivity, patient 


Windows keptclosed ( should not be reluctant 
and sealed against air- | to tell him or her so. 


borne allergens. 





















Drapes are dust- 
catchers. Lightweight, 
easily washable syn- 
thetic curtains are best. 
Plastic drapes of shower 
curtain material are 
virtually “allergy proof." 


Fumes from duplicating 
machine chemicals can 
provoke allergy. 


Air conditioners should 
be vacuum cleaned, 
filter changed routinely. fF) 
Electrostatic precipitator j 
can eliminate up to 

95% of airborne dust 
and allergens. 


Felt-tipped markers can 
emit fumes. 


Foam rubber can grow 
or harbor fungi; use a 
polyester stuffing in- 
stead, or spring cush- 
ions. Covering should 
be vinyl plastic or other 
synthetic material easily 
wiped clean. 





N 





| A discreet sign — and (gs 
absence of ash trays - 
| will politely advise visi- 


tors not to smoke. 





In furniture, fixtures, and 
decor, simplicity is the 
watchword. Ornamenta- 
tion greatly increases 
ig (T the potential number of 
dust-harboring surfaces. 


All measures to minimize exposure can 
be helpful. Still, allergic symptoms 
may occur and an antihistamine will 
be needed to bring these reactions un- 
der control. Dimetane Extentabs keep 
working for 10-12 hours, are economi- 
cal, and are likely to produce good re- 
sults in stubborn as well as routine 
cases, usually without drowsiness or 
overstimulation. 





Books are notorious 
collectors of mold, as 
well as being natural 
dust-catchers. Keep 
books in closed book- 
case or closet. 


Pencil sharpener 
dust is frequently 
a troublemaker. N 


JO) 












Mold, a potent allergen, 
can be minimized by use 
of humidifiers, confining 
humidity to a healthy 40 
percent range: neither 
too damp, so as to pro- 
mote mold, nor too dry, 
SO as to parch the 
respiratory tract. 


DIMETANE 
Extentabs 


(BROMPHENIRAMINE MALEATE. 
8 mg. and 12 mg.) 


Indications 
Based on a review of this drug by the 
National Academy of Sciences — Na- 
tional Research Council and/or other 
information, FDA has classified the in- 
dications as follows: 


Tablet and Elixir Form 
Effective: 
For the symptomatic treatment of sea- 
sonal and perennial allergic rhinitis; 
vasomotor rhinitis, and allergic con- 
junctivitis due !o inhalant allergens 
and foods. Mild uncomplicated aller- 
gic skin manifestations of urticaria and 
angioedema. For the amelioration of 
the severity of allergic reactions to 
blood or plasma. Dermographism. As 
therapy for anaphylactic reactions 
adjunctive to epinephrine and other 
standard measures after the acute man- 
ifestations have been controlled. 


Extentab Dosage Form 

"Probably" effective: 
For the symptomatic treatment of sea- 
sonal and perennial allergic rhinitis; 
vasomotor rhinitis, and allergic con- 
junctivitis due to inhalant allergens 
and foods. Mild uncomplicated aller- 
gic skin manifestations of urticaria and 
angioedema. For the amelioration of 
the severity of allergic reactions to 
blood or plasma. 

Final classification of the less-than- 
effective indications requires further 
investigation. 


Contraindications: Use in Newborn or 
Premature Infants. This drug should not be 
used in newborn or premature infants. 

Use in Nursing Mothers. Because of the 
higher risk of antihistamines for infants gen- 
erally and for newborns and prematures in 
particular, antihistamine therapy is contra- 
indicated in nursing mothers. 

Use in Lower Respiratory Disease. Anti- 
histamines should not be used to treat lower 
respiratory trac! symptoms including 
asthma. 

Antihistamines are also contraindicated 
in the following cenditions: hypersensitivity 
to Dimetane (brampheniramine maleate) 
and other antihistamines of similar chemical] 
structure; monoamine oxidase inhibitor 
therapy (see Drug Interaction section). 

Do not use antihistamines in patients 

with: narrow angle glaucoma, stenosing 
peptic ulcer, symptomatic prostatic hyper- 
trophy, bladder neck obstruction, pyloro- 
duodenal obstruction. 
Warnings: Use in Children: In infants and 
children, especially, antihistamines in over- 
dosage may cause hallucinations, convul- 
sions, death. 


A-H-ROBINS 


A. H. ROBINS COMPANY RICHMOND, VA 23220 





As in adults, antihistamines may diminish 
mental alertness in children. In the 
young child, particularly, they may produce 
excitation. 

Use in Pregnancy. Reproduction studies 
have been performed in rats and mice and 
there was no evidence of harm to the animal 
fetus. The relevance of these studies to the 
human is not known. Since there is no ex- 
perience with the use of this drug in preg- 
nant women, safety in pregnancy has not 
been established. 

Use With CNS Depressants. Dimetane 
may have additive effects with alcohol and 
other CNS depressants (hypnotics, seda- 
tives, tranquilizers, antianxiety agents, etc.) . 

Use in Activities Requiring Mental Alert- 
ness. Patients should be warned about en- 
gaging in activities requiring mental alert- 
ness as driving a car or operating appli- 
ances, machinery, etc. 

Precautions: As other antihistamines, Di- 
metane has an atropine-like action and, 
therefore, should be used with caution in 
patients with: history of bronchial asthma, 
increased intraocular pressure, hyperthy- 
roidism, cardiovascular disease, hyperten- 
sion. 

Adverse Reactions: The most frequent ad- 
verse reactions to antihistamines are: seda- 
tion, sleepiness, dryness of mouth, nose and 
throat, thickening of bronchial secretions, 
dizziness, epigastric distress, disturbed co- 
ordination. 

Other adverse reactions which occur are: 
fatigue, confusion, restlessness, excitation, 
nervousness, insomnia, euphoria, anorexia, 
nausea, vomiting, diarrhea, constipation, hy- 
potension, tightness of chest and wheezing, 
urticaria, drug rash, anaphylactic shock, 
blurred vision, diplopia, vertigo, tinnitus, 
headache, palpitation, tachycardia, nasal 
stuffiness, urinary frequency, difficult urina- 
tion, urinary retention, photosensitivity, he- 
molytic anemia, leukopenia, agranulocytosis. 
Dosage and Administration: Adults. One 
to two 4 mg. tablets three or four times a 
day. One Extentab (8 or 12 mg.) every eight 
to twelve hours or twice daily. Two or four 
teaspoonfuls of elixir three or four times a 
day. 

Children Over Six. One tablet three or 
four times a day. One Extentab (8 to 12 
mg.) every twelve hours. One or two tea- 
spoonfuls of elixir three or four times a day. 

Children Under Six. 0.5 mg. of bromph- 
eniramine maleate per kg of body weight per 
24 hours, or 15 mg. per M° per 24 hours, 
divided into 3-4 doses. 

Drug Interactions: MAO inhibitors pro- 
long and intensify the anticholinergic (dry- 
ing) effects of antihistamines. 
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Shuns UVB and UVA — 
OLLECFR 


Contains Water Insoluble 
Benzophenones. 


Aids in Preventing E 
Wrinkling, Freckling and Drying 
due to overexposure to the sun. 





"PERSON & 
» COVEY INC. 


GLENDALE, CALIF 94204 








IN THE 
CAMPAIGN 
AGAINST 


NATURE’S 
GRAFFITI 


VALISONE provides prompt, 
anti-inflammatory relief of mild-to-severe 
corticosteroid-responsive dermatoses 


= Impressive results in published studies* 
— « good to excellent results in: 


CONTACT DERMATITIS 


(81 of 84 patients) 


— — good to excellent results i in: 


ATOPIC ECZEMA 


(231 of 251 patients) 


— — good to excellent results in: 


PSORIASIS 


(150 of 177 patients) 


= Effective anti-inflammatory, antipruritic, 
and vasoconstrictive actions © 


= Convenient b.i.d. dosage is often effective... 
dosage regimen readily accepted by patient 
...occlusive dressings seldom needed 


= Contains no parabens...sensitization 
rarely occurs EI 


VALIS 


and Betameth 
Valerate — 
CREAM/ On 


*Files of Headquarter * 
Schering Corporatio 


See Clinical Considei l 
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Clinical success 


comes in all forms 
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For contact 
dermatitis only— : 
SCHER! 


Valisone Aerosol wy, 


gCHERING ^ 


ja 
valisone,: 
,etamethasone ^i 
For low-cost tt ud 
maintenance therapy aset 


a 12mg betamethasone 
valerate (equivalent te 


2 (8 use only 
Valisone 
without proscrigbon. 


of corticosteroid- t 
responsive dermatoses — ;,/;,matologic- 
Caution: Federal law 
scohibits dispensing 
Reduced Streng th Schering Corporation 
Cream 


brand of 





For corticosteroid- 








For corticosteroid- 


Valisone 
Cream/Ointment 


etamethasone valerate, NF 


Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol 0.15%/ Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment 
are indicated for relief of the inflammatory manifestations of corti- 
costeroid-responsive dermatoses. VALISONE Reduced Strength 
Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Lotion is indicated 
only inthe topical management of seborrheic dermatitis of the scalp. 
VALISONE Aerosol is indicated, solely, for adjunctive topical man- 
agement to relieve the inflammatory manifestations of acute contact 
dermatitis. Contraindications: Topical steroids are contraindicated in 
tuberculosis of the skin and some viral diseases of the skin (varicella 
and vaccinia). Topical steroids are also contraindicated in those 
patients with a history of hypersensitivity to any ofthe components of 
the preparations. VALISONE Aerosol is contraindicated for use under 
occlusive dressings. Warnings: Keep the spray of VALISONE Aerosol 
away from eyes and other mucous membranes; avoid inhaling. Avoid 
freezing of the tissue by not spraying for more than 3 seconds, at a 
distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Do not expose 
to temperatures above 120?F. Keep out of reach of children. Never 
throw container into fire or incinerator. Precautions: If irritation or 
sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the 
presence of infection, the use of an appropriate antifungal or anti- 
bacterial should be instituted. If favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. If extensive areas are treated, 
or if the occlusive technique is used, the possibility exists of suffi- 
cient systemic absorption to produce adrenal suppression and*sys- 
temic corticosteroid effects may occur; suitable precautions should 
betaken. Inafew cases, ulceration has been reported with the use of 
topical steroids for skin conditions involved with impaired circulation 
(i.e., stasis dermatitis). Usage in Women of Childbearing Age: The use 
of any drug during pregnancy and the lactation period or in women of 
childbearing age requires that the potential benefits of the drug be 


weighed against the possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have an adverse effect on 
the fetus, but the safety of their use in pregnant patients has not been 
definitely established. They should not be used extensively or for 
prolonged periods of time in pregnant patients, unless the condition 
requiring treatment warrants the risk. VALISONE products are not for 
ophthalmic use. Adverse Reactions: The following adverse reactions 
have been reported with topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, acneform eruptions, 
and hypopigmentation. The following may occur more frequently 
with occlusive dressings than without such therapy: maceration of 
the skin, secondary infection, atrophy of the skin or subcutaneous 
tissues, striae, miliaria. Dosage and Administration: VALISONE Cream, 
Ointment, and Reduced Strength Cream are applied as a thin film 
overthe affected skin areas one to three times a day. Clinical studies 
of VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 
Although occlusive dressings are required infrequently, they may 
enhance therapeutic efficacy in certain refractory lesions of psoria- 
sis and other dermatoses that are difficult to treat. Apply a few drops 
of VALISONE Lotion to the affected area of the scalp and massage 
lightly until it disappears. Apply twice daily, in the morning and at 
night. Dosage may be increased in stubborn cases; following im- 
provement, apply once daily. Apply VALISONE Aerosol three to four 
times a day. The container may be held upright or inverted during 
use. The spray should be directed onto the affected area from a 
distance of approximately 6 inches and applied for only 3 seconds. 
Aerosol packaged by Aerosol Techniques, Inc., Armstrong Labora- 
tories Division, West Roxbury, MA. 02132. For more complete details, 
consult package insert or Schering literature available from your 
Schering Representative or Professional Services Department, 
Schering Corporation, Kenilworth, New Jersey 07033. MARCH 1974 
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Acne 
doesnt 


have to 
et worse 


efore it 
gets better 


To encourage greater patient cooperation, consider effective 
Pernox® Scrub. 


e Dries and desquamates skin with a high degree of safety 
and flexibility. 


e Predictable and controllable therapy for efficacy...without 
undue irritation to the skin. 
e Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation...skin 
feels smooth after each washing. 


e Indicated in grades |, Il, and selected cases of grade III acne. 


Contains: 

Microfine granules of polyethylene in SEBULYTIC® brand of 
soapless cleansers and wetting agents. Also 296 sulfur, 
1.596 salicylic acid. 









the therapeutic scrub L 
cleanser of choice i 2 







xi OE d 
Pr d d 


ide " Supplied: 
Rt = 2 and 4 oz. plastic 


tubes, regular or 
lemon-scented. 


Pernox® 
OX 


Lathering Scrub Cleanser 
Regular/Lemon 


LLIESTLLIOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


In Canada, Belleville, Ontario K8N 1E 2 


7 





6 1975. W.P. INC 








Original Contributions 


Immunologie Responses in Patients 





= With Lepromatous Leprosy 


7. Thomas H. Rea, MD; Francisco P. Quismorio, MD; Brian Harding, PhD; 


B Kenneth M. Nies, MD; Philip J. Di Saia, MD; Norman E. Levan, MD; George J. Friou, MD 


è Immunologic responses were mea- 
sured in 46 patients with lepromatous 
leprosy. These patients were not distin- 
guishable from controls on the basis of 
responses to soluble intradermal anti- 
gens, sensitization to contactants, periph- 
eral blood T- and B-cell percentages, in 
vitro lymphocyte responses to a mitogen, 
or the prevalence of autoantibodies. Gen- 
eralized immunologic abnormalities in 
patients with lepromatous leprosy are 
neither predisposing causes nor neces- 
sary accompaniments of lepromatous 
leprosy, but are probably remote sequel- 
lae of the iliness. By implication, the 
generalized immunologic abnormalities 
reported in other diseases are likely to be 
remote sequellae of the particular ill- 
ness. 

(Arch Dermatol 112:791-800, 1976) 
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he study of general immunologic 
responses, ie, responses to anti- 
gens other than lepromin, in patients 
with lepromatous leprosy has at- 
tracted many investigators in the past 
two decades, and the subject has been 
reviewed. =? The variables studied 
include responses to intradermal anti- 
gens," allergic sensitization to con- 
tactants, 5192. 1*777* homograft rejec- 
tion,“ in vitro lymphocyte transfor- 
mation induced by antigens'**°** or 
mitogens, 15202123- measurement of 
peripheral blood lymphocytes as thy- 
mus-dependent (T cells) or bursa- 
equivalent (B cells)" lymphokine 
production in vitro, and autoanti- 
body production. * Most investiga- 
tors report generalized deficiencies in 
cell-mediated immune (CMI) re- 
sponses or excessive autoantibody 
production in a majority of patients, 
and conclude that a generalized defi- 
ciency of CMI or excessive autoanti- 
body production or both are character- 
istic of populations with lepromatous 
leprosy s tee Pale m While many au- 
thors, as well as editorial opinions, 
regard these conclusions as generally 
accepted,” difficulties remain. 
Among those who find a general- 
ized impairment of CMI, there is no 
agreement as to the mechanism or 
mechanisms of impairment. Fur- 
thermore, there is no agreement as to 
the importance of the impairment; 


many regard it as a result of leproma- 
tous leprosy and a few regard it as, 
perhaps, a predisposing cause of lepro- 
matous leprosy.? Some investigators 
find only one or two of several 
responses to be impaired? >=: others 
have found no evidence of a general- 
ized impairment of CMI. These are 
conflicting observations that are nei- 
ther recognized nor explained by 
those who regard a generalized deficit 
of CMI to be generally accepted. 

The results of our studies of 
patients with lepromatous leprosy 
indicate no impairment of immuno- 
logic responses to antigens other than 
lepromin. 


MATERIALS AND METHODS 
Patients 


Forty-three subjects are registered pa- 
tients of the Los Angeles County-Univer-. 
sity of Southern California Medieal Center. 
All of the patients were classified by the 
clinical and histological criteria of Ridley - 
and Jopling* and Ridley and Waters"; only 
those eases classified clinically as having 
polar lepromatous leprosy (LL) are in- 
cluded in this report. The histological clas- 
sifieation was made by an independent 
eonsultant using the original diagnostie 
biopsy specimens. 

Intradermal Antigens 

Intradermal tests were performed with 
the following antigens and methods: à 
purified protein derivative (PPD). pi 
containing 8 tuberculin units, administere 
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 . immediately after dissolving; streptoki- 


nase-streptodornase (SK-SD) (Varidase), 
10 units SK and 2.5 units SD per 0.1 ml; 
mumps skin-test antigen, 2 complement- 
fixing units/0.1 ml; histoplasmin; and 
trichophyton and Candida albicans anti- 
gens, each 50 protein nitrogen units/0.1 ml. 
Responses were read after 48 hours in 
millimeters of induration or edema. (Oval 
or irregular responses -were recorded by 
averaging the greatest diameter and the 
largest diameter perpendicular to the 
greatest.) Erythema was interpreted as 


negative. 


Controls were Mexican-born patients 
from the medical center; 86 were tested for 
PPD and 35 for the other antigens. 


Dinitrofluorobenzene Sensitization 


The technique of producing contact, 
allergie sensitization to dinitrofluoroben- 
zene (DNFB) used in this study has been 
reported in detail elsewhere. A sensi- 
tizing dose of 2 mg was applied to a 3-sq cm 
area. If a primary-flare reaction did not 
develop in 14 days, challenging doses with 
0.1 and 0.05 mg were administered, and 
results were read at 48 hours; erythema 
alone (+) was interpreted as negative; 
induration (++) and vesiculation (+++ 
to ++++) were interpreted as positive. 

Controls were 15 medical-center patients 
with dysplasia of the uterine cervix and 74 
patients with invasive carcinoma of the 
uterine cervix. Patients were categorized 
as sensitized or not sensitized to DNFB, 
and no attempt at quantitation was 
made. 


Dinitrochlorobenzene Sensitization 


The technique of contact, allergic sensiti- 
zation to dinitrochlorobenzene (DNCB) 
used in this study was patterned after the 
method of Waldorf et al,’ with several 
modifications. Commercially prepared 
DNCB was used. The preparation has a 
sharp melting point at 46 C. A stock solu- 
tion of 2 mg/0.1 ml of acetone was 
prepared every two weeks because of color 
change that suggested instability if the 
solution was left longer. Challenge solu- 
tions of 0.1, 0.05, and 0.025 mg/0.1 ml of 
acetone were prepared on the day of use, 21 
days after a 2-mg sensitizing dose was 
applied. Challenge sites were read at 48 or 
12 hours, and were interpreted as negative 
if no reaction or erythema only (+) was 
present and as positive if induration (+ +), 
small vesicles (+++), or large vesicles 
(++++) were found. Patients were cate- 
gorized as positive or negative at each of 
the three challenge doses used. Compari- 
sons were made on the basis of positive or 
negative reactions to each challenge dose 
and on the presence or absence of a 
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primary-flare reaction. 

Controls were dermatologic patients, 
medieal students, and hospital employees 
either with no diseases or on therapeutic 


regimens believed to influence immuno- 


logic responses. 


T-cell and B-cell Counts 


Cireulating T cells were counted by the 
method of sheep red blood cell (SRBC) 
rosette formation as previously reported. 
Briefly, lymphocytes separated by Ficoll- 
sodium diatrizoate gradient, 0.4 ml of 
5 x 10* ml, were ineubated with 0.4 ml of 
0.5% SRBC suspension at 4 C for 20 hours 
and then were smeared, stained, and 
counted. A SRBC rosette is a lymphocyte 
with three or more attached SRBCs. 

Control specimens were from 18 normal 
employees, and control procedures were 
run on the same days as those of the 
patients. All specimens were run in dupli- 
cate, and the final datum was the average 
of each duplicate pair. 

Cireulating B cells were counted by an 
immunofluorescence method previously 
described. Briefly, lymphocytes separated 
as before were incubated with fluorescein- 
isothiocyanate-conjugated sheep antiwhole 
human immunoglobulin at 4 C for 20 
minutes, washed, and counted with ultra- 
violet microscopy. 

Control specimens were from 14 normal 
employees, and control procedures were 
run on the same days as those of the 
patients. All specimens were run in dupli- 
cate, and the final datum was the average 
of the duplicate pair. 


Lymphocyte Transformation 
With Phytohemagglutinin 


Three-Day Culture.~The mitotic response 
of lymphocytes to phytohemagglutinin 
(PHA) was assessed by measuring the 
uptake of tritiated thymidine (specific 
activity, 1.9 curies/millimol) in cultures. 
Lymphocytes from defibrinated blood 
were separated by gelatin centrifugation 
by the method of Coulson and Chalmers." 
Cultures contained 0.5 x 10° mononuclear 
cells in 1 ml of medium RPMI 1640 with 
10% fetal bovine serum or 10% autologous 
serum. Phytohemagglutinin—from a single 
batch was added to experimental tubes at 
dilutions of 1:100, 1:300, and  1:1,000. 
Control tubes contained no PHA. After 69 
hours of ineubation at 37 C in a humid 
atmosphere of 5% carbon dioxide in air, 1 
microcurie of tritiated thymidine was 
added to each tube. Incubation was contin- 
ued for an additional three hours when the 
tubes were centrifuged. Tritiated DNA 
was extracted as follows: the pellet was 
washed in 2% acetic acid in saline; the 
pellet was further washed twice in 5% 





trichloroacetic acid to disrupt the cells and 
precipitate the nuclear protein; the result- 
ing precipitate was dehydrated in alcohol, 
centrifuged, and then taken up in 1 ml of 
0.1N sodium hydroxide. One-half milliliter 
of the solution was added to 10 ml of 
scintillation fluid (Aquasol) before count- 
ing in a liquid scintillation counter for five 
minutes. Results were recorded as counts 
per minute. The final result is the mean of 
triplicate cultures, obtained by subtracting 
the counts of cultures without PHA from 
the counts of cultures with PHA. 

Two control procedures were run on the 
same day as those of lepromatous subjects. 
Control subjects were either normal indi- 
viduals or Mexiean-born clinic patients 
with diseases and treatments of no known 
immunologic importance. 

Seven-Day Cultures.—Seven-day cultures 
were done in a similar manner to that 
deseribed previously in the three-day 
cultures, with the same batch of PHA but 
with concentrations of 1:10, 1:100, and 
1:1,000. The final result is the mean of 
triplieate eultures without subtracting con- 
trol cultures. 

Autoantibodies.—Antibodies directed 
against native DNA and desoxyribonucleo- 


protein (DNP) were determined by the 


immunofluorescence spot test." Antibody 
against IgG was determined by the latex- 
fixation test. 

Antibodies against a variety of tissue 
constituents, including smooth musele, nu- 
clei, mitochondria, reticulin, glomerular 
basement membrane, parietal cells, and 
cytoplasm, were sought by an indirect 
immunofluorescenee method, overlying a 
1:10 dilution of serum on a composite tissue 
slide of rat stomach, liver, diaphragm, and 
kidney. 

Two groups of Mexican-born patients at 
the dermatology clinie served as controls. 
One group was matched for age and sex 
with patients with leprosy; the other 
patients had no illness or therapy asso- 
ciated with immunologic abnormality. 

Lepromin.—Lepromin, 20 x 10* orga- 
nisms per milliliter, was applied to 14 
patients intradermally in dosages of 0.1 ml. 
The tests were read at four weeks (later, if 
initially negative) and were interpreted as 
positive if at least 3 mm of induration was 
produced. Controls were 50 normal individ- 
uals, either household contacts or clinie 
personnel. 

Statistical Analysis.— Populations with bi- 
nomial distributions were compared, using 
the Student ¢ test. Populations with other 
distributions were compared by the x? test; 
if the individuals numbered less than 50, an 
exact method of Fisher was used; if there 
were 50 or more individuals, the Yeats 
correction was used. 
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RESULTS 
Patients 


Forty-six patients were studied. 
One patient was born in Cuba. The 
rest were born in or had resided in 
Mexico. Clinical details are given in 


- . Table 1. There were 19 women and 27 


men. The median age at time of entry 
into the study was 31 years; the 
youngest patient was 19 and the 
oldest was 72 years. The duration of 
the clinical illness at the time of entry 
into the study ranged from two weeks 
to 24 years, with a median of two 
years. 

Details of immunologic responses 
are given in Table 2. Twenty patients 
had received no sulfone therapy at the 


- time of entry into the study; the data 


in Table 2 are coded as to the duration 


"of sulfone therapy at the time of the 


-particular test, ie, none, up to six 
months, or six months or longer. No 
patients were receiving steroids at the 
time of testing. One patient (patient 
32) had been receiving steroids imme- 
diately prior to entry into the study. 
Patients 21, 28, and 36 were receiving 
steroids for erythema nodosum lepro- 
sum (ENL), but steroid therapy was 
discontinued at least six months 
before entry into the study in each 
case. No other patients were known to 
have received steroids. All patients 
with ENL received thalidomide either 
before or after testing, with the 
exceptions of patients 9, 14, and 29. 
Since thalidomide has not been found 
to influence the results of these types 
of tests,’ and since we also have found 
no evidence of effect, temporal rela- 
- tionships of tests to duration of thali- 
 domide therapy are not given. To 


^ establish the uniformity of the pa- 


| tients, the number, gender, and 
< median ages of the patients for each 
test are tabulated in Table 3. 


Classification 


Clinically, all of the patients in this 
report had polar lepromatous leprosy, 
ie, LL. None showed any skin lesions 
of tuberculoid or borderline type, 
nerve trunk neuropathies, or reversal 
reactions found in the Ridley-Jopling- 
Waters categories of leproma indef- 
inite (LI) and borderline leprosy with 
lepromatous features (BL).***' Bacilli 
were easily found in biopsy specimens 
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Table 1.—Clinical Data From Individual Patients” 























Patient/Sex/ Duration of Clinical ! ical 
Age, yr illness, yr Therapy, mo State Classification. _ 
1/M/29 4.00 48 ENL - Liorlit | 
2/F/19 1.00 0 ENL ^  . Uu. -.1- 
3/M/25 10.00 120 ENC 
4/M/24 0.25 0 None Abo x 
5/M/47 0.20 0 ENL Uu 
6/M/26 0.50 0 ENL LI 
7/F/38 0.25 1 None 
.8/M/44 23.00 12 None T» 

9/M/32 3.00 0 ENL LI 
10/M/32 2.00 0 None LL 
11/F/29 1.00 1 Lucio E 
12/F/42 1.50 2 ENL . LL or LI 
13/M/44 1.25 13 None LI 
14/F/72 1.00 0 ENL LL 
15/M/30 3.00 2 ENL LI 
16/F/22 0.20 2 ENL Li 
17/M/32 0.10 0 ENL LI 
18/F/31 1.00 9 ENL LI 
19/M/30 1.50 0 ENL LL or Li 
20/M/32 1.30 4 None 
21/M/42 7.00 60 ENL sae 
22/M/27 7.00 0 ENL Llor LL 
23/F/42 3.00 36 ENL Li NE 
24/M/52 6.00 40 ENL LI 
25/M/26 1.00 0 ENL LI 
26/F/27 4.00 24 ENL LL 
27/M/43 5.00 8 ENL LL 
28/M/26 1.70 3 ENL Li 
29/F/31 1.50 0 ENL LL 
30/M/24 0.50 0 None LL 
31/M/57 0.30 0 Lucio Li 
32/M/22 3.00 24 ENL LI 
33/M/32 0.50 0 ENL and Lucio LI | 
34/M/31 1.00 0 ENL LI i 
35/F/61 4.00 24 ENL LL 
36/F/38 4.00 22 ENL LI 
37/F/55 8.00 ENL Lt 
38/F/36 20.00 0 None s ~ 
39/M/19 0.25 0 ENL Lf 
40/ F/31 8.00 9 ENL [7 s 
41/F/30 7.00 48 ENL e 
42/F/31 11.00 0 ENL 5 ONU 
43/M/27 4.00 40 ENL LI 
44/F/27 1.00 12 None NO EB NN 
45/ F/34 0.70 8 ENL LI 

— 46/M/34 . 200 11 Lucio Li 


* Abbreviations are as follows: ENL, Erythema nodosum leprosum; Lucio, Lucio phenome- 
non; LI, leproma indefinite; LL, polar lepromatous leprosy. All values are those obtained 


when the subject entered the study. 


t Ll or LL indicates that a distinction between Li and LL could not be made. 
tL indicates lepromatous, not further classifiable. 


of lesions in all cases. (Patients with 
clinieal BL and LI leprosy are found in 
our patient population, but the 
numbers are too few to be included in 
this study.) 

The results of the histological clas- 
sification are given in Table 1. Occa- 
sionally, a distinction could not be 


made between the LI or LL catego- 
ries. Evidently, there is often a 
discrepancy between the clinical and 
the histological classifications. 


intradermal Antigens 


Responses to tuberculin antigen are ... 
given in Table 2, Patient responses to 
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PPD Response, 





Table 2.—immunologic Data From Individual Patients* 

















* Duration of sulfone therapy at time of 








Other ‘Sensitization Anti-smooth 
Patient mm of indura- Recall T celis, B cells, Muscle 
No. tion Antigenst - DNFB DNCBt Alicu mm %/cu mm PHAS$ Antibody 
1 oft hae ‘ .025** p ea m —** 
2 0 1 ros EA 76/790 40/416 | 4.15** -— 
AF 
3 p** gt POS** 70/501** 16/114** 3.60** +** 
4 6 ae 10 Suge eS Ms 4.03 
5 3 2 67/2,116* 15/474* = 
6 0° 2 x MORE — 
E. 16* qe .05* vE 
B  22** E : .05** oes ee bis M 
9 25 1 POS; He 54/826 25/383 4.33** +4++ 
PF 
10 30 3 POS; 
PF 
11 0* 4° POS; -—* 
PF* | 
120 0* 2* Pos ova 71/1,343** 16/303** 3.91** ~ 
13 12** o** e NEG** 71/1,208** 20/340** —** 
14 0 1 POS ox Po MD 
15 3° 2° POS* | Ttt 
146 0* 2* POS* Ns uy -—** 
17 11 ERA "e .025 43.92 ~~ 
18 2° 2* POS; ] 1.83** 
PF* 
49 0 S un .025 4.03 
20 0° a .05* 
21 of 3 ae 
22 0 1 POS E Es 
23 22** 9 Sn 05; PF** 3.91** —** 
24 4** ge POS; = 
PF** 
25 2 2 POS; 4 
PF 
26 0** gee POS; ; — 49 
PrF** 
27 g** j** PE 025; PF** n n" 3.91** qe 
28 1277 4* POS* i . — 80/1,786** 29/648** as 
29° 30 2 10 "a ay — 
30 12 e me NEG | pl n 4.66 ND 
31 0 0 POS "e: 80/2,378 31/920 HR + 
82 | p** e en .025** ! 4.05** -— 
33 |. 800 3 POS; : Va — 
| PF 
34 0 0 POS ; ; 
35 p** grs NEG** n Vo» * 
36 22** 1** 05; PF** i. I Lt* 
37 3 2 Lum NEG* 68/1,102* 22/361* Ru — 
38 19 4 NEG E 71/1,297** 16/292** 3.52** — 
39 2 0 m .10* 72/1,613* 33/739*. + 
40. 16** “gee NEG** 73/905** 27/334** —** 
41 ger 1** VE m p 
42 23 2 .05** 66/1,364*" 22/455** -— 
. 43 g** E 0*7 P PET -** 
44 gre p** p 66/1,298** 15/295** pw -—** 
S M 45 o** gee POS** 3.67** 
.— 46 hs 14** Q** 


test is indicated by an asterisk if less than six months, a double asterisk if six months or more, 


and no notation if no sulfones were received. Abbreviations used are as follows: PPD, purified protein derivative; DNFB, dinitrofluoroben- 
zene; DNCB, dinitrochlorobenzene; PHA, phytohemagglutinin; PF, primary flare; POS, positive; NEG, negative. 


f No. of antigens eliciting responses of 10 mm or more of induration (five antigens used). 
i Smallest amount in milligrams eliciting a response. 

8 Logarithm of counts per minute using PHA 1:300 in autologous serum. 

fí Symbols are as follows: —, none; + to +++-++, intensity of positive immunofluorescence. 
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TX 


Table 3.—No., Sex, and Median Age 


Study* x Women Median Age, yr 
PPD 19 31 
Five other intradermal 
antigens 31 
Epicutaneous haptenes 
DNFB 


DNCB 
T and B cell counts 
PHA 

3 Day 6 8 

7 Day 10 5 31 
Autoantibodies | 32 





* See Table 2 for key to abbreviations. 


J LEPROMATOUS L] CONTROL 
SS LEPROSY | 


Il ] 
SK/SD MUMPS er TRICHO- HISTO- 
PHYTON PLASMIN 


PERCENT REACTING 


WML 


ANTIGEN 
Fig 1.—Responses to intradermal antigens in patients and controls. Height of 
vertical bar represents percent responding with = 5 mm of induration. Horizontal 
line within each bar represents percent responding with = 10 mm of induration. 
PPD, purified protein derivative, SK/SD, streptokinase-streptodornase. 


Table 4.—Summary of Attempted Dinitrofluorobenzene Sensitization 


Sensitized 


Subjects No. Attempted 
Lepromatous leprosy 22 
Normal control 

(cervical dysplasia) 15 
Negative control 

(invasive carcinoma 

of the uterine cervix) 74 
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the other five a raderma antigens E 
are summarized in Table 2 as the ^. 
number of responses showing indura- $ 
tion of 10 mm or more; The reponses. 
to all of the antigens at the. ; 
mm levels of reaction are 
in Fig 1. Although t 
a diminution of tube 
in lepromatous patients, » h 
bility value is. greater than 0.1 
both 5 and 10 mm of induration ; 
becomes more obviously insignifica 
when multiplied by the number 
specifieities tested (six). There was n 
significant difference (P > .20) be 
tween patients and controls ds h 
rest of the intradermal antigens. ^ 















Dinitrofluorobenzene Sensitization m 
Each patient's responses to DNFB  .-— 
sensitization are indicated in Table 2. 
A primary-flare response is also indi 
cated. Table 4 summarizes the number 
attempted, the number sensitized, and 
the percentage sensitized for the 
patients and the two control groups. 
There was no significant difference 
(P > .10) between the patients with 
lepromatous leprosy (19 of 22 sensi- 
tized) and the normal controls (15 of 
15 sensitized). The patients with 
lepromatous leprosy differed signifi- : 
cantly (P< .01) from the negative ES 
control patients, ie, those with inva- 
sive carcinoma of the uterine cervix. 


Dinitrochlorobenzene Sensitization 


Individual patient's responses are 
given in Table 2, including the 
smallest challenge dose in milligrams 

eliciting a positive reaction. In the . 
controls, ten (50%) responded witha 
primary flare, 17 (85%) responded CARS 
positively to the 0.1-mg challenge, 12. Hr 
(60%) to the 0.05-mg challenge, and n o 
(55%) to the 0.025-mg challenge. . ESSO 

Figure 2 is a graphic plot "that E 
compares primary-flare responses and — 
responses to the different challenge 
doses for the controls and patients. 

The response rates to the 0.1- and 0.05- 

mg challenge doses are virtually iden- 

tical for patients and controls. At the 
0.025-mg challenge dose, the response — 
rate of the lepromatous patients (24%) — 
is clearly numerically less than that of 
the control (55%), but this. difference 
(P=.10) may be attributable to 
chance. | "o 
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SENSITIZATION 





20 PRIMARY  O.img 0.05mg 0.025 mg 


LARE 
RESPONSE DNCB CHALLENGE 


% RESPONDING TO DINITROCHLOROBENZENE — — 


Fig 2.—Percent responding to dinitrochlo- 
robenzene (DNCB) in 18 patients (solid 
circles) and 20 controls (open circles). 


T-cell and B-cell Counts 


. The percentages and counts of T 

cells and of B cells for each patient are 
given in Table 2. The presentation of 
T- and B-cell percentages in Fig 3 and 
4, respectively, are plots of the results 
for controls and patients. 

Relative to T-cell pereentages, the 
lepromatous patients have a mean of 
70.4% + 6.376 and the controls have a 
mean of 68.8% + 7.7% (P > .40). In B- 
cell percentages, the lepromatous pa- 
tients have a mean of 23.4% + 7.5% 
and the controls have a mean of 
21% + 7.6% (P > .40). No difference is 
found between patients with leproma- 
tous leprosy and controls on the basis 
of T- and B-cell percentages. 

By taking 70% of normal values,” 
we estimate that normal T-cell counts 
range from 1,050 to 2,800/cu mm, with 
a median value of 1,750/cu mm. Four 
lepromatous patients have values be- 
low the normal range, and 11 of the 14 
have counts that are less than the 
estimated normal median, which sug- 
gests that a T-cell deficiency might 
be present in this group of patients. 
This is only a suggestion, since the 
estimated median normal value is 
within one standard deviation of the 
observed mean T-cell count (1,323 + 
499/cu mm). 

By taking 20% of normal values,” 
we estimate that normal B-cell counts 
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Fig 3.—Plot of T-cell precentages in pa- . 


tients and controls, with mean and stan- 
dard deviation. 
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Fig 4.—Plot of B-cell percentages in pa- 


tients and controls, with mean and stan- 
dard deviation. 
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P H A CONCENTRATION 


Fig 5.—Summary of phytohemaggiutinin (PHA)-induced lymphocyte transformation in 
three-day cultures indicating number of subjects, mean, standard deviation, and P 


value. 


range from 300 to 800/eu mm, with a 
median value of 500/cu mm. Three 
lepromatous patients have values be- 
low this range, one has a value above 
it, and 11 of the 14 have a value less 
than the estimated normal median, 
which suggests that a B-cell defi- 
ciency might be present in this group 
of patients. Again, this is only a 
suggestion, since the estimated me- 
dian normal value is within one stan- 
dard deviation of the observed mean 
B-cell count (433 + 201/cu mm). 


Phytohemagglutinin-Induced 
Lymphocyte Transformation 


Responses to PHA (1:300) in three- 
day cultures are given in Table 2. 
Figure 5 summarizes the three-day 
cultures in all dilutions of PHA, in 
both fetal bovine and autologous sera 
in 14 patients and 19 controls. The 
mean of the patients is consistently 
larger than that of controls. Proba- 


 bility values of less than 0.05 suggest 


significance, but this suggestion dis- 
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| P Fig 6. (€——À of phytohemaggiutinin (PHA)-induced lymphocyte transformation in 
seven-day cultures indicating number of subjects, mean, standard deviation, and P 


" value. 








appears when the probability value is 
multiplied by the number of specifici- 
ties tested. 

The seven-day PHA cultures were 
technically less satisfaetory than the 
three-day cultures because of a large 
uptake of tritiated thymidine in 
control cultures. Consequently, the 
results are reported without the 
subtraction of the control values. As 
ean be seen in Fig 6, the mean of the 
patients exceeds that of the controls 

in five of six studies, but in only one 
instance is there a suggestion of 
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Table 5.-Autoantibodies in Percentage of Subjects With Positive Responses 


——Ó———M M ——— — —— € €————M—À—— 


immunologic 
Lepromatous Age and Sex Disease 
Antibody Leprosy Matched Excluded 
Against (N — 32) (N — 25) (N — 30) 
IgG 3 4 3 
DNA/DNP 0 4 9 
Composite tissue block | 
Nuclei 13 20 3 
Parietal cell 9 24 20 
Skeletal muscle 22 20 17 
Smooth muscle 28 — 16 30 
Mitochondria 0 | 0 0 
Reticulin 6 4 0 
Glomerular basement 
membrane 0 0 0 
Cytoplasm | | 0 









Mexican-Born Controls 
From Dermatology Clinic 

















statistical significance. 

No evidence of deficient PHA 
responsiveness is found in the lym- 
phocytes of patients with lepromatous 
leprosy. To the contrary, there is a 
suggestion of increased responsive- 
ness in cells from patients with 
leprosy. 

Autoantibodies 

Table 5 summarizes the autoanti- 

body results, which are expressed 


in percent reaeting. There are no 
statistically significant differences 
















(P > .10) between the patients and 
either of the two control groupe, D 


Lepromin 


The 14 patients tested were nee: 
tive, and 49 of 50 controls were pos 
tive, which is a statistically signi 
cant difference (P < .001). Since thes 
results are both uniform and con 
matory of the findings of others, t 
are not separately detailed i in tabu 
form. : 


Correlations 


There appears to be no lini 
subgroup of patients that is immun : 
logically distinctive; for exam 
those without ENL do not differ fror 
those with ENL on the basis. of 
results of the tests performed. . 
the results of any one test do 
define an immunologically distin 
group; for example, the six. patient: ; 
who were not sensitized to DNCB or 
to DNFB did not show impairment: of SUD 
responses to intradermal antigens. |. ^. 

Also, because Bullock* and Mehra et SES 
al^ have found that antilepromatous 
chemotherapy may influence the ex- — 
pression of CMI, ie, making it more — . 
normal, the reaction rates for various 
studies in those patients receiving no — — 
therapy and those receiving six 
months or more of therapy are 
summarized in Table 6. Patients with 
therapy appear to be more sensitive to’ p 
small amounts of DNCB; lymphocytes 
of patients with no therapy appear to 
be more sensitive to PHA. These 
appearances are not statistically sig- 
nificant (P > .10). Chemotherapy has — 
no discernible influence on the ree . 
sponses to the tests used in this | 
study. 3 


COMMENT 


The patients with lepromatous lep- - 
rosy we studied have normal immuno- 
logie responses to antigens other than 
lepromin. These patients are not 
distinguishable from controls on the 
basis of responses to six soluble. - 
intradermal antigens, sensitization to | 
DNFB or to DNCB, peripheral blood. 
T- and B-cell percentages, in vitro- 
lymphocyte responses to a mitogen, 
and determination of 11 autoant 
bodies. Furthermore, this immuno- 
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Table 6.— Responses of Patients Treated With Sulfones 
for Six Months or More and Untreated* 










Patients 


Test Response 


Untreated Treated 

. PPD, 210 mm of induration, 96 positive 40 37 

- Other 5 antigens, 22 with >10 mm of induration, 
| % positive 60 50 
DNCB or DNFB sensitization, % positive 88 79 
DNCB, 0.05-mg challenge dose, % positive 40 78 
PHA, 1:300, mean SD of log of counts/min |. 4160.29 3.69 = 0.66 
Percent T cells, mean + SD 65 - 11 70.7 4.33 








* See Table 2 for abbreviations. 


Genetic Factors 


logic normality is present before the 
initiation of antilepromatous chemo- 
therapy. However, the patients are 
unresponsive to lepromin. 

"This demonstration of normal im- 
munologie responses to antigens other 
than lepromin in patients with lepro- 
matous leprosy is not unique. Convit 
et al’? and Ulrich et al have demon- 
strated normal responses to recall 
antigens, DNCB sensitization, and 
PHA-induced lymphocyte transfor- 
mation. 

The findings in present study and 
those of Convit et al’ and Ulrich et 
ab* provide no support for the idea 
that a generalized immunologic ab- 
normality, particularly of CMI, is a 
predisposing cause of lepromatous 
leprosy. Further, these studies provide 
evidence that generalized deficiencies 
of CMI or excessive autoantibody 
production are not necessary sequellae 
of lepromatous leprosy. We do not 
dispute the data of those who have 
found deficiencies of CMI or excessive 
autoantibody production in their pa- 
tients, but we reason that these abnor- 
malities are not, as many have con- 
cluded, characteristics of all popula- 
tions with lepromatous leprosy. 

Since generalized deficiencies of 
CMI or excessive autoantibodies are 
neither predisposing causes for lepro- 
matous leprosy nor necessary ac- 
companiments of the disease, their 
existence must be attributable to a 
variable other than lepromatous lepro- 
sy in and of itself. We do not know the 
responsible variable or variables, but 
possibilities to which our data may 
obtain include genetic factors and 
duration of disease. 


Petchelai et al** reasoned that the 
low incidence of autoantibodies in 
their patients might be attributable to 
genetic or ethnic factors or both. 
Nelson et al’ concluded that ethnic 
factors influenced PHA-induced lym- 
phoeyte transformation. Our results 
are similar to those of Salazar-Mallen 
et al,’ who also studied Mexican-born 
patients. The linkage of histocompat- 
ibility antigens (HL-A) to immune- 
response genes provides a theoretical 
framework to explain how ethnic- 
genetie factors might influence im- 
munologic responses; that such factors 
might be important in leprosy is 
suggested by the data of Thorsby et 
al 


Duration of Disease 


Convit et al’ suggested that their 
normal findings might be attributable 
to the relatively brief illness of their 
subjeets. The median duration of clin- 
ical illness in our patients is two years. 
In contrast, the duration is much 
longer in other studies, eg, Lim et al? 
report a median duration of 26 years. 
Unfortunately, information as to du- 
ration of illness is not provided in 
most studies of immune responses. 
Duration of illness could conceivably 
relate to immune responses by deter- 
mining extent of lymph node replace- 
ment, thereby changing T-cell kinet- 
ics"; or, alternatively, by determining 
extent of antigen load, thereby sup- 
pressing general T-cell responses in 
an antigen-excess state.” 

Other factors that might influence 
generalized immunologic responsive- 
ness of lepromatous patients but on 
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Table 7.—Responses of 
Patients Histologically 
Classed as LL and LI* 








| Histologic Class 
ras dic MSIE 


Test Response LL Li 


PPD, =10 mm 
of induration, 
% positive 
Other 5 antigens, 
=2 with —10 
mm of indura- 
tion, % positive 
DNCB or DNFB 
sensitization, 
% positive 75 94 


PHA, 1:300, mean 
log of counts/ 
min 
















71 












4.06 3.73 








* See Table 2 for abbreviations. 


whieh our data have no bearing 
include nutritional status and coinci- 
dental disease, partieularly malaria 
and intestinal parasitosis. 

A broader implication of our find- 
ings is that generalized impairment of 
CMI reported in other infectious 
granulomas, specifieally systemie my- 
coses, may be secondary variable 
manifestations of the illness and not 
predisposing causes or necessary se- 
quellae. Indeed, we have already 
reported evidence that a generalized 
impairment of CMI in patients with 
disseminated coccidioidomycosis is a 
reflection of extensive dissemination 
and is neither a cause nor a necessary 
result of dissemination." 

Is it possible that generalized im- 
munologie abnormalities are actually 
present in our patients with leproma- 
tous leprosy, but have been missed by 
the methods used? Since one can 
always conceive of a quantity smaller 
than the tolerance of a measuring 
device, the answer to this question 
must be yes. However, we view this as 
an unlikely possibility, because there 
are no supporting data. 

Inspection of Table 1 shows a 
diserepaney between the clinical elas- 
sification of our patients and their 
histologic classification, each by the 
criteria of Ridley and Jopling® and 
Ridley and Waters.* Clinically, all are 
classed as LL, but many are classed as 
LI histologically. Initially, Ridley and 
Jopling” described a five-membered 
classification, with LL designated as 
the extreme lepromatous pole. Later, 
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Ridley and Waters^ differentiated 
the former LL group into two sub- 
groups on the basis of clinical and 
histological features: a polar LL and a 
subpolar LI. The patients reported in 
this series show none of the clinical 
features of the LI subgroup, ie, "bor- 
derline" type of skin lesions, asym- 
metrical nerve-trunk palsies, and re- 
versal reactions. Detailed discussion 
of the potential importance of this 
discrepancy in classification is beyond 
the scope of this report, but reason- 
able possibilities include the follow- 







^0. ing: (1) The agreement is actually 


. good, with one observer using clinical 
. data and the other using histological 
. data. (2) This system of classification 
js unrelated to nonspecific immuno- 
-logie responses. (3) The distinction 
-between LL and LI may be spurious. 
: (4) There was a histological bias in 
favor of LI, because many patients 
had ENL. (5) There is no rigorous, 
reproducible method for the resolution 


-of clinical and histological discrepan- 


cies. 

We do not believe that this clinical 
and histologieal disagreement in clas- 
sification influences the interpreta- 
tion of the data presented in this 
communication, since no difference 
between the responses of patients 
with LL and patients with LI to anti- 
gens other than lepromin has been 
demonstrated in the few relevant 
studies. Dwyer et al^ reported dimin- 
ished T-cell eounts in seven patients 
with lepromatous leprosy, five of 
whom were in the LI group and two of 
whom were in the LL group. Dwyer et 
al" also reported increased B-cell 
counts in patients with lepromatous 
leprosy; although the mean of the nine 
LI patients was smaller than the 
mean of the LL patients, the standard 
deviations were large, and no other 
suggestion of a meaningful difference 
can be obtained from their data. 
Myrvang et al," measuring PPD skin- 
test reactions and in vitro lymphocyte 
transformation in response to BCG 
vaccine, found similar response rates 
in patients histologically classified as 
BL, LI, and LL. Turk and Waters" 
reported few differences in responses 
to tubereulin antigen and to at- 
tempted DNCB sensitization in pa- 
tients in the LI and LL categories. 
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Furthermore, in our own material- 


(summarized in Table 7), the histolog- 
ical separation of patients into LL and 
LI categories does not demonstrate 
immunologic differences between the 
two groups. (Other investiga- 
tors "752-54 of generalized immune 
responses used the original system of 
classification of Ridley and Jopling,” 
where patients in the LL and LI cate- 
gories are grouped together as LL; 
therefore, their reports do not bear 
directly on this question.) 

Our failure to demonstrate exces- 
sive autoantibody production con- 
trasts with our own demonstration of 
antibasement-membrane antibodies 
and antiintercellular-substance anti- 
bodies." "These antiepithelial anti- 
bodies might be attributable to cross- 
reacting antigens in skin and Myco- 
bacterium leprae or might be a result 
of long-standing granulomatous infil- 
tration of the skin. The antiepithelial 
antibodies are probably not attribut- 
able to a general stimulation of 
autoantibody production, since no 
sueh phenomenon was demonstrable. 
The apparently high incidence of 
some autoantibodies in both patients 
and eontrols is probably attributable 
to the sensitivity of the methods 
used. 


Ronald Smits, MD, provided three of the 
patients included in this study, James P. Fields, 
MD, performed the histologieal classification of 
the biopsy specimens. Dr Fields' services were 
provided by the United States Leprosy Panel. 
John Hanks, PhD, Johns Hopkins University, 
provided the lepromin. 
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Treatment of Melanotic Freckle 


| With X-rays 





^. Alfred W, Kopf, MD; Robert S. Bart, MD; Arthur H. Gladstein, MD 


J . 9 Sixteen patients were treated for 


= melanotic freckle of Hutchinson (lentigo 
- maligna) with the Miescher technique of 
. xray therapy. Eleven patients had no 
"local cutaneous recurrences or persis- 
tence following x-ray therapy. Five pa- 
tients had local recurrence or persistence 
of their lesions. 

Three patients developed metastatic 
malignant melanoma. The first of these 
three patients had lentigo maligna mela- 
noma, and the second patient had a mela- 
notic freckle with atypical cells extending 
down the adnexae, including the sweat 
apparatus to the level of the coiled portion 
of one sweat gland. The third patient was 
considered to be in a precancerous phase 
at the time of irradiation. Nevertheless, 
metastases occurred. European col- 
leagues indicate that they have not expe- 
rienced such problems in using the Mies- 


a . .cher technique. 


. The procedure has been abandoned in 


? : our department, pending further clarifica- 
-. tion of the discrepancy between our 
^ . results and those reported by our Euro- 


- pean colleagues. 
(Arch Dermatol 112:801-807, 1976) 
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D May 1971, we reported our results 
using the Miescher technique of 
x-radiation for the treatment of mela- 
notic freckle of Hutchinson (lentigo 
maligna; circumscribed precancerous 
melanosis).' In that article we 
described eight patients treated by 
this method and concluded that "fur- 
ther experience and long-term follow- 
up studies are needed to establish the 
place of x-radiation in the manage- 
ment of this precancer." 

We update the follow-up of the 
eight patients previously reported and 
report eight additional cases. 


METHOD 


The x-ray technique used in the treat- 
ment of these patients has been described 
in our previous report.’ In essence, a total 
of 10,000 R, with a half-value layer (HVL) 
of 524 of aluminum was delivered in five 
doses of 2,000 R each at three- to four-day 
intervals. Table 1 is a summary of the 
patients and equipment used to deliver the 
x-ray therapy. Recalibration of the grenz- 
ray machine (X RM) indicates that the half- 
dose depth was 1.8 mm instead of 0.7 mm, 
as published in our first report. 


Follow-Up of Previously Reported 
Cases 


Case 1.—This patient was treated with 
the Miescher technique during September 
and October, 1968. As of December 1974, 
there was no recurrence of the melanotic 
freckle and a good cosmetie result. 

Case 2.— This patient was treated during 
November and December, 1966. She died of 
cardiac arrest in September 1971. At the 
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time of her desde ees was 


of the lentigo maligna and an excellent : D 


eosmetie result. 


Case 3.— This patient was treated during D 


August and September, 1964. Subsequent- 
ly, a mass that proved to be a recurrence of 
a malignant melanoma, excised prior to 
radiation but histologically diagnosed as à 
benign intradermal nevus, occurred in the < 
irradiated site. She also developed metas- 


tasis to the ipsilateral preauricular nodes. ` 


She underwent radical local excison of the . 
irradiated area and of the preauricular 
nodes in June 1966. Observation in Febru- 
ary 1974 showed no recurrence of mela- 
noma or the melanotie freckle. 

Case 4.—This patient, previously treated 
with electrodesiecations, received radiation 
during July and August, 1969, but the 
lesion persisted. In November 1969, the 
lesion was excised and the area was 
grafted. Following this, she has had 
multiple recurrences of the melanotic 
freckle that necessitated two more plastic 
surgical procedures. At the time of her 
most recent examination in February 1975, 
she onee again had recurrence of hyperpig- 
mentation in the right nasal vestibule. 
Further surgery is planned. 

Case 5.—This patient was treated in 
December 1966. In March 1971, he had a 
biopsy-proved recurrence of melanotic 
freckle. This was treated with eryotherapy. 
However, he developed a second biopsy- 
proved recurrence in January 1974. It was 
repeatedly recommended that the area be 
surgically excised, but as of January 1975, 
this was not done due to procrastination on 
the part of the patient. 

Case 6.— This patient was treated in June 
1970. His last visit was in December 1970, ` 





at which time there was no evidence of 
recurrence and a good cosmetic result. He 
died of a myocardial infarction in Febru- 
ary 1971. 

Case 7.—This patient received radiation 
in July 1969. As of October 1974, there was 
no recurrence of the treated lesion, but the 
cosmetic result was considered poor to fair 
because of telangiectasias and dyschro- 
mia. | . 

„Case 8.—This patient was treated in 
September 1969. In January 1974, there 
had been no recurrence of the melanotic 
freckle and there was a fair cosmetic 
result. 


Additional Patients Treated 
With Miescher Technique Since 
Our Initial Report 


Case 9.—A 70-year-old woman was seen 
by us in October 1971. She had a 12 x 26- 
mm, mottled, tan-to-brown-to-black, irreg- 
ularly marginated macular lesion on the 
right side of her nose. The lesion had been 
present for approximately six months. She 
had noticeable freckling and lentigines of 
the exposed areas of her skin. She had had 
excessive sun exposure and stated that all 
of her family freckle easily. Results of a 
shave biopsy that was performed in 
October 1971 were interpreted as "precan- 
eerous melanosis.” Between Nov 12 and 
Nov 29, 1971, the lesion was treated with 
five x-ray treatments with the x-ray 
machine. The factors used were: 12 kv 
(peak); 0.6 mm cellulose-acetate-added fil- 


ter; HVL, 52u of aluminum; and 2,000 R per | 


treatment for five treatments (total, 10,000 
R). She developed a brisk radioreaction 
following this course of therapy. This was 
followed by an excellent therapeutic and 
cosmetic response, last noted in July 1972. 
However, by October 1972, recurrence of 
pigmentation was noted. In February 1973, 
a second biopsy specimen was taken and 
again was reported to be “melanotic freck- 
le.” This recurrence was treated with liquid 
nitrogen cryotherapy in February 1973 and 
again in March 1973. By May 1973, possible 
recurrence was again seen. In October 
1973, another biopsy was performed, 
resulting in a diagnosis of "lentigo malig- 
na." The nature of the problem was 
diseussed with the patient, and plastie 
surgery was advised. However, she de- 
clined further therapy. At her last follow- 
up in December 1974, a 17 x 24-mm macu- 
lar, mottled, tan-brown pigmented area 
without nodules was noted at the treated 
site. No evidence of lymph node metastases 
was found. 

Summary.—This patient was treated 
with the Miescher technique but the lesion 
recurred. It was then treated with liquid 
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Table 1.—Follow-Up of 16 Patients Treated With Miescher Technique* 


ertt MAR THEN RBRUM HU UHUEOLURHRR anana 


Caset Completed {yr, mo) Result 
1 10/68 4,2 No recurrence 
2 12/66 5,2 No recurrence; died of cardiac arrest 
3 9/64 9,5 Following local nodular recurrence, melanoma 
and local node metastasis treated by radical 
surgery in 1966; no further recurrence 
4 8/69 5,5 Multiple recurrences of lentigo maligna requiring 
.3 surgical excisions; disease present at time 
of most recent follow-up 
5 12/66 7,1 Recurrence in March 1971 treated with cryo- 
therapy, but recurred in May 1974 
6 6/70 0,6 No recurrence; died of heart attack in Feb 1971 
7 7/69 5,3 No recurrence 
8 9/69 4,4 No recurrence 
9 11/71 3, 1 ' Recurrence 
10 11/71 1,2 No recurrence 
11 6/72 2,3 No recurrence 
12 11/72 1,9 No local recurrence but developed metastatic 
melanoma | 
13 11/72 1,2 Possible recurrence since some pigmentation 
remains _ 
14 10/72 2,3 No local recurrence but developed metastatic 
melanoma 
15 11/72 2,4 No recurrence 


No recurrence, developed postradiation ectropion 








* For details concerning the radiation schedule see Arch Dermatol 106:189-194, 1972, 
t Patients 1, 2, 4, and 5 received treatment with a Machlett OEG No. 60 tube. All other 
patients were treated with a grenz-ray machine (XRM). 


nitrogen, but it recurred again. After 
explaining the risks involved, the patient 
declined further treatment. At the time of 
her most recent follow-up visit there was 
local reeurrence of the lentigo maligna. 
Case 10.—A 67-year-old woman was first 
seen in February 1965 for a lesion on the 
left malar area. The attending physician 
felt that the most likely diagnosis was that 
of basal cell careinoma, and the lesion was 
treated by curettage and electrodesicca- 
tion. No biopsy was performed at that 
time. In 1966, the patient returned, at 
which time the diagnosis of “senile 
lentigo” was recorded. An incisional biopsy 
was performed and the histologic findings 
were considered to be consistent with “me- 
lanotie freckle.” In June 1966, because of 
induration of the lower pole of the lesion, 
another biopsy was performed. The histo- 
logie findings were again considered to be 
"consistent with melanotie freckle with 
early invasion of the superficial dermis.” 
In June 1966, thorough curettage and elec- 
trodesiceation of the entire area were 
performed. In April 1967, January 1968, 
and Oetober 1968 she received liquid 
nitrogen cryotherapy for multiple recur- 


rences of the melanotie freckle. Between - 


Nov 11 and Nov 29, 1971, she was treated 
with the Miescher technique for still 
another recurrence. Át the time of her last 


follow-up visit in August 1973, there was 
no reeurrence and a good-to-excellent 
cosmetic result. 

Summary.—This patient had multiple 
recurrences of melanotic freckle after two 
curettage and electrodesiccation pro- 
cedures and again after three attempts to 
destroy the lesion by means of liquid 
nitrogen cryotherapy. Finally, the lesion 
was treated with the Miescher technique in 
November 1971. At the time of her last 
visit in August 1978 there was no evidence 
of recurrence of the lesion, and the 
cosmetic result was considered to be good 
to excellent. | 

Case 11.—AÀ 55-year-old woman was first 
seen in May 1956 for a melanotic freckle of 
her left cheek. She stated that the lesion 
was of four- to five-years' duration. In 
June 1957, a biopsy specimen of the lesion 
was reported as "melanotie freckle." In 
March 1960, the lesion was treated by 
curettage and electrodesiceation. In Janu- 
ary 1961, biopsy showed recurrent mela- 
notic freckle and the lesion was again 
treated with electrosurgery. From May 
1961 to July 1961, she received a series of 
eryotherapy treatments to the area for 
multiple reeurrences. In April 1963, anoth- 
er recurrence was treated with electrosur- 
gery. In April 1964, there was an excision 
of an erythematous, lightly pigmented 
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Fig 1.—A, Recurrent melanotic freckle on 
left side of face (case 12). B, No recur- 
rence two years, four months after Mies- 
cher method of x-ray therapy. 





Fig 2.—A, Melanotic freckle prior to Mies- 
cher technique (case 12). B, Partial clin- 
ical resolution of “freckle” six months 
following x-ray therapy. At this time, a 
deep seated tumor was noted beneath 
treated site. This mass proved to be meta- 
static melanoma. C, D, E, Progressively 
higher power photomicrographs showing 
atypical melanocytes extending down ad- 
nexal-dermal junction to level of sweat 
glands. No intradermal melanoma cells 
could be identified (hematoxylin-eosin; C, 
original magnification x 10; D, x40; E, 
x 100). 
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Fig 3.—A, Melanotic freckle on right side of upper lip (case 14). B, 
Biopsy section of lesion prior to radiotherapy shows typical 
histologic findings of melanotic freckle (original magnification 
x 40). C, Erythema induced by x-rays. D, E, F, Progressive 
disappearance of melanotic freckle after Miescher technique 
(two, four, and 12 months respectively). G, Enlarged submandi- 
bular lymph node. H, Gross specimen from neck dissection 
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showing deeply pigmented metastatic melanoma. |, J, Histologic 
sections of lymph node showing metastatic melanoma (hematox- 
ylin-eosin; |, original magnification x 40; J, x 100). K, Histologic 
section of surgical specimen of irradiated site on lip showing no 
evidence of remaining precancerous melanocytes (hematoxylin- 
eosin, original magnification x 40). 
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Table 2.—Cosmetic Results Following Treatment With Miescher Technique 


. Date 
irradiation 
^. Completed 


Follow-Up 
(yr, mo) 


6,2 . Good 
5,2 Excellent 


Cosmetic Resuit 


9, 5 Good but eventually required graft for recurrent 
melanoma nodule at site 


Poor, multiple recurrences and repeated excisions 
. required 


Fair, multiple recurrences 


Good 


Poor to fair because of dyschromia and telangiec- 


tasias 


Fair 


Poor, multiple recurrences 
Good to excellent 
Excellent, hypopigmentation 


Good, but site excised because of recurrent 
melanoma deep to treated site 


Fair 


Good, but site excised because of regional 
node metastasis 


Good 


Poor because of ectropion following radictherapy 


plaque on the left side of her nose. Closure 
was with a split-thickness skin graft. This 
lesion was reported by the pathologist to be 
a “malignant melanoma.” Between April 
1964 and June 1972, she was observed in 
the Oncology Section. At each visit, it was 
noted that she had macular recurrences of 
the melanotic freckle on her left cheek. 
Eventually, the pigmentation extended 
onto the left lower eyelid, but not onto the 
palpebral conjunctiva (Fig 1A). Between 
June 2 and June 21, 1972, she was treated 
with the Miescher technique. The size of 
the irradiated area measured 87 x 86 mm. 
It included the left side of her nose, the left 
malar area, the entire left lower eyelid, and 
the left temple. The treated area respond- 
ed with a very brisk radiation reaction that 


o gradually subsided. At the time of her last 


visit in October 1974, there was an excel- 
- lent cosmetic result, with no recurrence of 
the melanotic freckle and no evidence of 
regional lymphadenopathic features (Fig 
1B). 

Summary.—This patient had numerous 
recurrences of her melanotic freckle after 
electrosurgery and cryotherapy. Finally, 
she was treated with the Miescher tech- 
nique in June 1972. No evidence of recur- 
rence and an excellent cosmetic result were 
found at the time of her most recent 
follow-up visit in October 1974. 

Case 12.-A 73-year-old man was first 
seen in the Oncology Section in October 
1972 for a melanotic freckle of his left 
cheek. The lesion measured 34 mm in its 
largest diameter (Fig 2A). This patient 
was sent to the Skin and Cancer Unit by a 
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dermatologist with the history that he had 
treated “a pigmented papule of the left 
cheek of five-years’ duration.” In Septem- 
ber 1972, prior to our seeing him, the 
patient had noticed some “numbness and 
puffiness” of his left cheek. A 3-mm punch 
biopsy specimen was previously taken by 
the dermatologist from a darker, more 
raised portion. A clinical diagnosis of “mel- 
anotic freckle of Hutchinson vs malignant 
melanoma” was made. A dermatopathol- 
ogist interpreted the biopsy specimen to be 
a “melanoma of Hutchinson,” and indi- 
cated that in the upper corium there were 
“nests of pigmented nevus cells." Biopsy 
specimens taken at the Skin and Cancer 
Unit were interpreted as “malignant 
freckle of Hutchinson showing prolifer- 
ation of pigmented anaplastic melanocytes 
at the junctional area.” The patient 
received the Miescher technique between 
Oct 20 and Nov 8, 1972. A brisk radiore- 
sponse occurred. In February 1973, another 
biopsy specimen was taken from the 
treated area. This showed dermal pigmen- 
tation, but there was no evidence of mela- 
notie freckle. By May 1973, the lesion had 
faded considerably (Fig 2B) In August 
1973, an asymptomatic mass was noted 
beneath the center of the treated site. It 
manifested as a 2-em, smooth-surfaced, 
deep, movable subcutaneous tumor. There 
were no adenopathie findings in his 
cervical glands. À biopsy specimen of the 
mass in the cheek showed the lesion to be a 
metastatie malignant melanoma. The tu- 
mor was excised. It was found to invade 
the underlying antrum, which was also 





removed. A flap was rotated into the- 
surgical defect. He was last seen in the 
autumn of 1973, at which time no evidence 
of local recurrence was noted, but a chest. 
roentgenogram revealed. multiple nodular. 
densities in both lungs. that were consis- 
tent with metastatic disease. . Dd l 
Histologic review of th psy | specimen 
taken by the refe ing derma 
revealed that the. p ro 
cytes followed the adnexal : 
the dermoepithelial junctio 
the sweat glands (Fig 2X 
intradermal tumor elemen 
Summary.—This patien 
pigmented lesion of the left 
histologically diagnosed 
freckle priori to irradiatio ! 



























h reste site. ‘This 


jey el ot the sailed pe orto 
However, no tumor 
dermis was noted... 

Case 13. —A S4-year-o 
notic freckle on his ri 
years. Just prior to his fi 
October 1972, the lesion u RE 
rapidly. It measured 20 mm in largest. E 
diameter. The lesion was treated by the- 
Miescher technique between Oct 13 and 
Nov 1, 1972. In January 1974, 14 months 
after irradiation, it was noted that the site 
showed some central atrophy with a 
slightly hyperpigmented border. There 
was a 2x2-mm area of “brownish 
pigmentation" below the biopsy site. No 
cervical or axillary lymphadenopathie fea- 
tures were noted. 

Summary.—This patient had a histologi- 
cally proved melanotic freckle that was 
treated by the Miescher technique. Some 
pigmentation remained 14 months after 
completion of radiation therapy, and the 
cosmetic result was considered to be fair. 

Case 14.—A 61-year-old man first was 
seen at the Skin and Cancer Unit in 
September 1972 for a mottled discoloration 
of the right side of his upper lip. The 
lesion was of one- to two-years' duration, 
and had not been treated previously. It 
measured 20 mm in its largest diameter 
and was described clinically as being macu- 
lar, tan and brown, with some admixture of 
red (Fig 3A). A punch biopsy was 
performed, and the specimen was diag- 
nosed histologieally as melanotie freckle 
(Fig 3b). Between Oct 13 and Oct 31, 1972, 
the lesion was treated with the Miescher 
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i d “technique. During the ensuing year, the 


lesion completely’ disappeared (Fig 3C to 
SF). On Sept 26, 1973, a 2-cm firm mass was 
found in the right submandibular area (Fig 
3G). Clinically, there was no evidence of 
recurrence in the irradiated site. In 
October 1973, a radical neck dissection was 
performed (Fig 3H). Histologically, six of 
the 14 lymph nodes that were removed 
from the right submaxillary triangle 
contained metastatic malignant melanoma 
(Fig 31 and 3J). At the time of the neck 
^ dissection, the entire irradiated area on the 
right side of his upper lip was also 
removed. Histologic examination of the 
x-ray-treated site revealed no evidence of 
melanotie freckle, and review of the orig- 
inal histologic sections showed no evidence 
of dermal invasion (Fig 3K). At last follow- 
up in March 1975, no recurrence was 
noted. 

Summary.-This patient had a typical 
melanotie freckle on the right side of his 
upper lip. It was treated with the standard 
Miescher technique of 10,000 R. Clinically 
and histologically, there was no recurrence 
at the primary site. However, ten months 
after completion of the x-ray therapy, the 
patient developed a metastatie malignant 
melanoma in the nodes of the right cervical 
area. Excision of the treated area on the 
right side of the upper lip showed no 
evidence of local recurrence. 

Case 15,—A 72-year-old woman was first 
seen in November 1972, with a 23 x 34-mm 
melanotic freckle of 15-years' duration on 
her right cheek. The patient stated that at 
its onset the lesion was only a "few milli- 
meters" in diameter and manifested as a 
"flat, brown spot." It gradually enlarged. 
Twelve years prior to her first visit, the 
lesion was excised. Two years later, it 
recurred and was excised again, but once 
again recurred. In 1968, 1971, and 1972 the 
lesion was treated with topically applied 
trichloroacetic acid, Each time it recurred. 
Multiple biopsies were performed and the 
specimens were interpreted as compatible 
with melanotie freckle. 

The lesion was treated with the Miescher 
technique between Nov 16 and Nov 30, 
1972, A circular area, 5 em in diameter, was 
irradiated. After therapy, the treated site 
developed a bright erythema with severe 
crusting. There was no recurrence of the 
lesion as of October 1974, and the cosmetie 
result was good. 

Summary.—This patient had multiple 
recurrences of melanotic freckle after exci- 
sions and chemocautery prior to treatment 
with the Miescher technique. At the time 
of her last follow-up, almost two years 
after irradiation, no recurrence was not- 
ed. 

Case 16.—Àn 83-year-old woman was 
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first seen at the Skin and Cancer Unit in 
July 1973. She complained of a hyperpig- 
mented lesion on her right cheek of 11- 
years' duration. Clinically, it manifested as 
a typical melanotic freckle 44 mm in its 
largest diameter. Results of an incisional 
biopsy verified the clinical diagnosis. 
Between June 4 and June 28, 1973, the 
lesion was treated by the Miescher tech- 
nique. This was followed by a brisk radiore- 
action and subsequent disappearance of 
the melanotie freckle. Several months 
following the completion of x-ray therapy, 
she developed an ectropion that had not 
been present prior to radiotherapy. Subse- 
quently, five more biopsies were per- 
formed from different portions of the 
treated area. None of these biopsy spec- 
imens showed evidence of melanotie freck- 
le. At the time of her last follow-up in 
January 1974, there was no evidence of 
recurrence of the melanotic freckle, but the 
cosmetic result was considered poor be- 
cause of a persistent ectropion. The ectro- 
pion was corrected surgically on March 8, 
1974. 

Summary.—This patient had a melanotic 
freckle of Hutchinson of her right cheek 
that was treated with the Miescher tech- 
nique in June 1973. At the time of the last 
follow-up January 1974, she had a cicatri- 
cial ectropion that required surgical correc- 
tion. There was no evidence of recurrence 
of the precancerous melanosis. 


COMMENT 


Because of the high recurrence rate 
following standard therapeutic pro- 
cedures for melanotic freckle of Hut- 
chinson, including curettage and elec- 
trodesiceation, cryotherapy, and even 
surgical excision, we turned to the 
Miescher technique of radiation for 
the treatment of this persistent 
precancerous lesion. Cure rates with 
this method at the University of 
Zurich have been reported to be near 
100%.” Our previous report indicated a 
variable response to the Miescher 
treatment, including initial clinical 
eure followed by recurrence, persis- 
tence, and, in one instance, metastasis 
of malignant melanoma in a patient 
who had had a pre-existing melanoma 
that was incorrectly diagnosed histo- 
logically as an “intradermal nevus.” 
Our results with eight more patients 
treated with this technique included 
one recurrence, one persistence, four 
instances of poor-to-fair cosmetic re- 
sults, and two instances of metastatic 
melanoma following completion of 





treatment. It should be pointed out, 
however, that one patient (case 12) 
had pre-existing deep penetration 
along the adnexae at the dermoepithe- 
lial junetion to the level of a sweat 
gland prior to radiation therapy. The 
biopsy specimen of the other patient 
(case 14) failed to show dermal inva- 
sion. Despite this and the fact that the 
melanotic freckle responded complete- 
ly to the x-ray therapy, he developed 
metastatic malignant melanoma. 
Since metastases are thought not to 
occur in the precancerous (dermoepi- 
dermal) phase of melanotie freckle of 
Hutchinson, these experiences are 
most disturbing. Of course, it is 
possible that if multiple biopsies had 
been performed from other areas of 
these freckles, dermal invasion may 
have been found. Nonetheless, clini- 
cally, there were no obvious nodular 
elements. Presumably, if a substantial 
amount of “vertical growth phase” 
had occurred, it would have mani- 
fested clinically by the appearance of 
substantial papules or nodules. It is 
conceivable that radiation therapy 
altered the cellular response in the 
dermis, which is a cardinal feature of 
melanotic freckle. Presumably, this 
cellular response is a protective immu- 
nologic reaction. Perhaps the elimina- 
tion of this protective barrier by radi- 
ation therapy allowed more aggres- 
sive behavior of the neoplasm. 

We have corresponded with our 
European colleagues, who have had 
considerable experience with x-ray 


therapy of melanotic freckle. Dr Hans 


Storek, co-author of a recent paper 
concerning the results of the Miescher 
technique in Zurich,’ indicates that 
they included 19 patients in their 
published series who had small mela- 
noma nodules in their melanotic freck- 
les. This group was treated with 
various types of radiation procedures. 
Five developed metastases. Dr Storck 
also mentions an additional case of 
melanotic freckle with histologic inva- 
sion (melanoma) at one point (per- 
sonal communication, Jan 27, 1974). 
The local lesion responded well, but 
the patient developed metastases to 
internal organs. He hypothesized that 
his patients, and those of ours who 
developed metastases, probably had 
progressed to lentigo maligna mela- 
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noma with dermal invasion prior to 
treatment. 
Dr Albin Proppe from the Christian 
Albrechts University in Kiel, Germa- 
ny, writes that they have treated 35 
E patients with grenz rays (HVL of 224 






of aluminum), using the Miescher dose 


- schedule (written communication, Feb 


= 97, 1974) These patients were ob- 


served from two to 12 years. In no case 
did metastases appear following irra- 
 diation. 

Dr Otto Braun-Faleo from Münich 


. indicates that the Miescher dose 


schedule was used to treat 68 patients 


pom o had melanotie freckles (personal 


i — Dermopan machine, with a HVL of 


. 20u of aluminum, was used. Half of 


coc their patients were observed regularly 


for from one to ten years. In all 34 
"patients, they achieved cures with 
good cosmetic results, and in none of 
. these were there recurrences or me- 
zx Braun-Faleo et al have 

recently. published important find- 

ings. 

In view of our experience, we are at 
least temporarily abandoning the use 
of the Miescher technique for the 
treatment of melanotic freckle. The 
occurrence of metastatic malignant 
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melanoma following radiation thera- 
py for the precancerous phase of mela- 
notic freckle is disturbing. In retro- 
spect, it is possible that at least one of 
the other two patients in our series 
who had metastatic melanoma may 
already have proceeded to the vertical 
growth phase (lentigo maligna mela- 
noma) prior to irradiation. 
Abandoning the Miescher technique 
leaves us one less modality for the 
treatment of this most difficult prob- 
lem. Unfortunately, this precancerosis 
often reaches considerable size before 
medical consultation is sought. This 
means that any destructive or ablative 
method could result in considerable 
disfigurement in some patients. 
Nonetheless, because of the precan- 
cerous nature of the condition and its 
potential for metastasis, removal is 
indicated. Although exceptions from 
an aggressive approach will occur 
because of the age, personality, and 
desires of the patient, size of the 
lesion, and other such circumstances, 
at this time we are not recommending 
the Miescher technique for treatment 
of melanotic freckle of Hutchinson. 
This leaves surgical procedures such 
as excision, excision and graft, curet- 
tage and electrodesiccation, and eryo- 
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surgery as the madailities eee in nour” 
department for this precancerosis. S. 
Surgical excision has as one advan- . 
tage more tissue for hist logic study. 
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Assay of Topical Corticosteroids 


Efficacy of Suppression of Experimental Rhus Dermatitis in Humans 


Kays H. Kaidbey, MD, Albert M. Kligman, MD, PhD 


è Rhus dermatitis, experimentally in- 
duced in humans, was used as a model 
for determining the efficacy of various 
proprietary topical steroids. One-centi- 
meter squares of vesicular dermatitis 
were induced by patch application of 
Rhus oleoresin. The steroids were then 
applied without occlusion once daily for 
four days, with readings of the therapeutic 
effect taken on the fifth day. Only potent 
steroids provided unequivocal suppres- 
sion in this severe test. The rank order of 
efficacy corresponded to clinical experi- 
ence. Cream and ointment formulations of 
the same steroid at the same strength did 
not differ. High strength preparations 
were more effective than regular 
strengths. Relief of pruritus was an impor- 
tant early effect of efficaceous steroids. 

(Arch Dermatol 112:808-810, 1976) 


M models in humans and 
animals have been devised for 
appraising the potency of anti-inflam- 
matory corticosteroids. These models 
generaly use pure chemieals. Clini- 
cians, however, are interested in the 
efficacy of finished formulations. 
Coldman et al^ and Stoughton? used 
the vasoconstriction assay to compare 
various proprietary corticosteroids. 
This assay, whieh is swift and 
extremely valuable for determining 
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the bioavailability of steroids from 
different vehicles, is carried out on 
normal skin. It is usually assumed that 
potency ratings in blanching tests 
parallel anti-inflammatory activity on 
dermatitic skin.** We have shown that 
this is not always the case. The effi- 
cacy of desonide, for example, is over- 
rated by vasoconstriction.’ We recent- 
ly described a method whereby the 
capacity of proprietary steroids to 
suppress croton oil pustules and kero- 
sene blisters in human skin could be 
measured. The ranking of various 
brands corresponded rather well with 
established clinical effectiveness. The 
procedure, however, entails occlusive 
applieation of the steroid formula- 
tions. This potentiates penetration 
and mutes differences. Weaker ste- 
roids are upgraded. Gels and cream- 
gel bases, specifically designed for 
open applications, often cannot be 
evaluated under occlusion because of 
irritation. In addition, like the vaso- 
constriction assay, the steroid has to 
be applied to normal skin before expo- 
sure to the irritants. 

We sought a method by which 
steroids could be compared on a 
natural disease process using nonoc- 
clusive applieations, thereby approxi- 
mating conventional usage. Experi- 
mental Rhus dermatitis was found to 
be satisfactory for this purpose. Our 
objectives were to rank the anti- 
inflammatory activity of proprietary 
corticosteroid formulations, to com- 


pare ointments with creams, and to 
assess the importance of frequency of 
application. 


MATERIALS AND METHODS 
Induction of Dermatitis 


The subjects were white adult students 
between 21 to 27 years of age, with a past 
history of poison-ivy dermatitis. Individ- 
uals were selected who developed a sharp, 
vesicular dermatitis to a Rhus patch test 
applied as follows. The undiluted alcoholic 
extract of Rhus oleoresin was mixed with 
an equal part of olive oil. Via a tuberculin 
syringe, 0.05 ml was delivered onto 1-cm 
squares of nonwoven cotton eloth (Webril), 
care being taken to shake the mixture well 
before each application. The patch was 
secured to the skin with strips of 
impermeable plastie tape (Blenderm). The 
surrounding skin was sprayed with tinc- 
ture of benzoin compound USP (Aerozoin) 
and the whole dressing finally fastened 
under overlapping strips of surgical tape 
(Micropore). In strongly sensitized individ- 
uals, a localized square of intense vesicular 
dermatitis develops in 48 hours. Subjects 
who showed only erythema and edema 
were not included in the experiments. 


Assay Procedure 


Rhus patches, at least 3 em apart, were 
applied for 72 hours. After washing the 
skin sites with soap and water, the test 
materials were randomly applied to test 
sites with the use of cotton tipped applica- 
tors for four consecutive days. Properly 
applied, the patches will generally produce 
an equivalent intense dermatitis. Occasion- 
ally, through loosening of the patch or 
improper performance, the reaction will be 
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Table 1.—Comparative Efficacy of | 
Proprietary Steroid Creams* 


Test Material 
0.05% fluocinonide 
0.05% fiuocinonide : 
. gel 0.67 + 0.17 
0.1% betamethasone 
valerate 

0.025% fluocinolone 
acetonide 

0.1% triamcinolone 
acetonide 

0.1% dexamethasone 
phosphate 

1.0% hydrocortisone 
acetate 

Hydrophilic ointment 


Mean + SE 
0.5 + 0.22 


1.00 + 0.17 
1.5 +0.15 
1.73 + 0.19 
2.0::0.19. 


2.17 + 0.21 
2.15 + 0.19 


* See text for explanation of grading of 
scores. 


milder than required. These sites are disre- 
garded. As a rule more uniform reactions 
are obtainable on the mid-volar aspect of 
the forearm, owing to the greater security 
of the patch that encircling the limb with 
tape affords. Four sites can be conve- 
niently prepared on each forearm. The 
lower part of the back may also be used and 
permits a greater number of patches. 


Grading 


Even potent steroids do not bring about 
a rapid resolution of Rhus dermatitis. A 
clear-cut effect can rarely be ascertained 
before the second day. The differences 
between treated and control sites are most 
easily discerned on the fifth day, one day 
after the last application. Scoring was 
simplified by confining readings to that 
day. The reactions were evaluated as 
follows: 4, marked edema, erythema, and 
vesiculation; 3, uniformly raised lesion 
with intense edema and erythema; 2, less 
elevated lesion with diffuse edema or 
palpable infiltration and moderate ery- 
thema; 1, minimally elevated or palpable 
j border with faint erythema; 0, clearing. 
The Student t test was used for testing 
^ Statistical significance. 


| EXPERIMENTS AND RESULTS 
Once Daily Application 
of Creams and Gels 










Experiment.—The materials were applied 
once daily for four days. The test prepara- 
tions were 0.025% fluocinolone acetonide 
cream (Synalar); 0.05% fluocinonide cream 
(Lidex) and gel (Topsyn); 0.1% betametha- 
sone valerate cream (Valisone); 0.1% triam- 
cinolone acetonide cream (Aristocort); 0.1% 
dexamethasone phosphate cream (Deca- 
dron), and 1.0% hydrocortisone alcohol 
cream (Hytone). The control site received 
hydrophilic ointment. 


Results.—The 0.05%  fluoeinonide 
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©- einolone acetonide; 


Table 2.—Comparison of Creams and Ointments of 
Same Steroid at Same Concentration" 


Preparation 
0.0596 fluocinonide 
0.196 betamethasone valerate 
0.025% fluocinolone acetonide 
~ 0.1% triamcinolone acetonide 
Hydrophilic ointment 
White petrolatum 





Cream 


emia’ 
Mean SE 
0.87 0.19 
1.08 0.15 


Ointment. | — 


^ : 
Mean SE — 

10 014 | 
1.08 0.29. 

1.43 0.17 (1.64 0.17 

1.92 0.23 1.92 0.19 

2.38 0.15 Cre o 

| 2.56 0.13 


* See text for explanation of grading of scores. 


cream and gel were the most effective 
preparations, followed by 0.1% beta- 
methasone valerate (Table 1). The 
differences, however, fell short of 
statistical significance. Fluocinolone 
acetonide, 0.025%, was less effective 
than both (P < 0.05) but significantly 
better than the control (P < 0.02). The 
following preparations were not su- 
perior to the control: 0.1% triamcino- 


lone acetonide, 0.1% dexamethasone 
phosphate, and 1% hydrocortisone 


alcohol (P > 0.05). 


Comparison of Creams 
and Ointments 


Experiment.—The materials were applied 
once daily for four days. The following 
ointments and creams of the same 
strength and same steroid by the same 
manufacturer were compared: 0.025% fluo- 
0.05%  fluocinonide; 
0.1% betamethasone valerate; and 0.1% 
triamcinolone acetonide. One control site 
received hydrophilic ointment and another 
white petrolatum. 

Results.—There were no differences 
between the efficacy of ointments and 
creams. The rank order of effective- 
ness was identical (Table 2). 


Three vs One Daily Applications 


Experiment.—Three sites, two on one 
forearm and a control on the opposite arm, 
were prepared in each of ten subjects. One 
site was treated once daily with 0.1% beta- 
methasone valerate cream, another thrice 
daily. The control site received hydrophilic 
ointment three times daily. 


Results.—In seven of ten subjects, 
thrice daily applications were superior 
to one. The mean score was 
0.62 + 0.18, compared with 1.2 + 0.3 
for once daily applieation. Moreover, it 
was usually possible to discern a 
difference between the site treated 
three times daily and the control as 
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early as the second day. 


Comparison of High and 
Regular Strength. Formulation 





Experiment.—Three sites were prepared oe 
on one forearm of eight subjects, One ^. 
received 0.025% fluocinolone acetonide © 
cream, the second 0.2% fluocinolone acetons o. 
ide cream, the third Lh fincplitis o ointment. ie de 










subjeets. The | 
1.5 + 0.22 for the regi 
and 0.43 € 0.19 for 
strength. | 





COMMENT 


À decade ago we attempted to use 
allergie contact dermatitis as a model 
for assessing topieal corticosteroids. 
We gave up in frustration because 
suppression was usually slight and 
often inconsistent. Intradermal injec- 
tion of the steroids, on the other hand, 
was highly effective (unpublished ob- 
servations). Since then, a number of 
exceptionally potent glucocorticoste- 
roids have been introduced. Recent 
advances in vehicle design have also _ 
enhanced efficacy.** Modern formula- 
tions are obviously superior to those 
avalable several years ago and have 
extended the range of usefulness of 
topical steroids in adverse derma- 
toses. 

We would emphasize that the Rhus 
assay deseribed in this report gives 
clear-cut results only when an intense, 
vesicular dermatitis is elicited; highly 
sensitized subjects are a prerequisite. — . 
These are not difficult to find among 
young people in our area. Mild allergic . . 
reactions involute too quickly to be. 
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useful for judging the suppressive 
effects of the drug. We used white 
subjeets because the responses are 
easier to grade.. | 

It should be stressed that the Rhus 
assay is a severe test; weak and inter- 
mediate strength steroids do not 
appreciably influence the rate of 
regression and hence cannot be 
appraised by this method, at least by 
once daily applications. Thus, cream 
formulations of triamcinolone aceton- 
ide, dexamethasone phosphate, and 
hydrocortisone were no better than 
hydrophilie ointment. We do not wish 
to suggest that triameinolone aceton- 
ide is not a more effective steroid than 
hydroeortisone nor that it is not a 
highly useful agent in the treatment 
of selected dermatoses. Probably 
thrice daily applications would have 
allowed a therapeutic effect to be real- 
ized. Our goal was a design that would 
enable discriminations among high 
potency formulations. 

It cannot be assumed that allergic 
contact dermatitis is representative of 
the diverse dermatoses for which 
steroids are generally recommended. 
Nonetheless, the ranking of the 
stronger steroids seemed to be con- 
gruent with clinical experience. The 
results correlate. well with those 
obtained by the croton oil and kero- 
sene blister assays. In the case of 
fluocinonide, there was no statistical 
difference between the gel, cream-gel, 
and ointment. Recently, Kepel et al 
showed that a gel containing 0.059 
.fluoeinonide produced notable sup- 
pression of poison-ivy dermatitis on 
the ear of the guinea pig. This was 
demonstrated by a reduction in the 


. i Coldman MF, Lockerbie L, Laws EA: The 
evaluation of several topical corticosteroid prepa- 
rations in the blanching test. Br J Dermatol 
85:381-387, 1911. | 
2. Stoughton RB: Bioassay system for formu- 
lations of topically applied glucocorticoids. Arch 
Dermatol 106:825-827, 1972. 
. 3. McKenzie AW, Atkinson RM: Topical activ- 
ities of betamethasone esters in man. Arch 
Dermatol 89:741-746, 1964. . 
4. Reid J, Brooks DB: Topical corticosteroids — 
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weight of punch biopsy specimens 
from treated ears. 

The Rhus assay did not distinguish 
between eream and ointment formu- 
lations of the same steroid at the same 
strength. We suspect that for most 
dermatoses, differences between 
creams and ointments are not very 
meaningful, the choice depending on 
the type of lesion. With the kerosene- 
croton oil assays, we found that 
creams were sometimes more effec- 
tive than ointments and vice versa. No 


general conclusion could be drawn. 


The ointment of triamcinolone ace- 
tonide, for example, was superior to 
the cream, while the reverse was true 
for betamethasone valerate. No 
doubt much depends on how the cream 
is formulated. On the other hand 
Coldman et al and Stoughton, using 
the vasoconstriction assay, found oint- 
ments superior to creams.'? We think 
it likely that under these circum- 
stances the greater effectiveness of 
ointments is a consequence of their 
being more occlusive, thus favoring 
greater penetration through  in- 
creased hydration. Ointments also 
tend to stay in place, spreading less 
than creams. Clearly, many factors 
affect the results obtained with a 
particular assay system. Occlusive 
applications invariably narrow the 
differenees between different steroid 
formulations and diminish the in- 
fluence of the vehicle. 

Although it has been the classie 
teaching in dermatology that creams 
rather than ointments should be used 
in cases of vesicular, weeping derma- 
titis, this was not borne out in our 
study. This purely clinical rule was 
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formulated long before potent anti- 
inflammatory drugs could be imag- 
ined and before antibiotie-steroid 
combinations became so popular. We 
do not hesitate to use ointments on 
exudative dermatitides. 

Applications thrice daily were more 
efficaceous than once daily. Clinicians 
well know this. The number of appli- 
cations in the assay procedure will 
depend on the objectives of the test. 
Once daily application is the more 
demanding one. It is interesting that 
Eaglstein et al could not show that 
applications of steroids six times daily 
were better than three." 

The Rhus assay proved sufficiently 
sensitive to detect a difference be- 
tween the regular and high strength 
preparations of fluocinolone aceton- 
ide. Stoughton also found high 
strength preparations to be superior 
with the vasoconstriction test.” 

Another important effect of potent 
steroids, albeit a subjective one, is the 
suppression of pruritus. Most subjects 
volunteered the information that itch- 
ing was markedly reduced within a 
day or two, usually before objective 
signs of resolution could be noted. 
This is important because it is itching 
rather than anything else that often 
drives patients with allergic contact 
dermatitis to the physician. In future 
studies, we shall pay more attention to 
the relief of pruritus. 


Nonproprietary Names 
and Trademarks of Drugs 


Desonide—Tridesilon. 
Fluocinonide—Lidex, Topsyn. 
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Allergie Contact Sensitivity to 








° An outbreak of dermatitis among 
patients i in a hemodialysis unit was traced 
to thiuram compounds, most likely com- 
ing from the hemodialysis apparatus 
itself. Eight of the 21 patients in the facility 

had allergic contact sensitivity to various 
. thiuram compounds. Testing of patients 
from other hemodialysis units, in which 
. different hemodialysis equipment was 
used, did not disclose sensitivity or 
J dermatitis. In the affected patients, aller- 
gic contact sensitization of the skin 
probably resulted from the systemic circu- 
"lation of an antigen during hemodialysis. 
© (Arch Dermatol 112:811-813, 1976) 


- FT hiuram compounds are marketed 
under various trade names and 

are used primarily to accelerate the 
 wuleanization of rubber. These com- 
pounds, usually present in rubber at a 

. concentration of 0.125% to 0.3%, are 
-insoluble in water but soluble in 
acetone, benzene, and carbon tetra- 
chloride.' Thiuram and closely related 
carbamate analogues are also used in 
fungicides, pesticides, and insecti- 
cides.” Rubber-related allergic contact 
dermatitis probably occurs in a minus- 
eule proportion of persons exposed to 
these substances. Of 8,000 patients 
- with contact dermatitis seen during a 
e-year period, 63 had conditions 
at were related to rubber exposure 
29 of these cases were of industrial 
^^^ We have observed local and wide- 
spread dermatitis in patients who 
have been undergoing hemodialysis in 

one hemodialysis unit. Similar prob- 
lems have not been observed in neigh- 
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Thiuram Compounds in a Hemodialysis Unit - 


`- Neal S. Penneys, MD, PhD; Lin Sey Edwards, MD; James L. Katsikas, MD 


boring facilities. The 21 patients in 
the unit were tested, and eight were 
found to have allergie contact sensi- 
tivity to thiuram compounds. In a 
survey of 32 patients in nearby 
hemodialysis units, no patients were 
found to be sensitive to these com- 
pounds. As thiuram-containing com- 
pounds are not used in the hemodial- 
ysis unit in which the dermatitis 
arose, our findings suggest that sensi- 
tization may have followed exposure 
of the patients’ blood to dialysate that 
had been in contact with rubber- 
containing components of the hemo- 
dialysis machine. 


REPORT OF CASES 


Case 1.-A 75-year-old man with a 
dermatitis on both forearms was admitted 
to Jackson Memorial Hospital, Miami, in 
January 1975. 

Hemodialysis had been necessary for the 
preceding two years, antedating the devel- 
opment of the dermatitis by 17 months. 
Two skin biopsy specimens taken before 
admission were suggestive of an allergic 
contact dermatitis. The area surrounding 
an external arteriovenous shunt in the left 
forearm required repeated applications of 
70% isopropyl alcohol and polyvinyl pyrrol- 
idone iodine. His dermatitis had been 
treated with topical corticosteroid prepara- 
tions, but it became more severe and 
progressed to involve greater areas. 

One month prior to admission, a staphy- 
lococeal infection developed around the 
external shunt, necessitating closure of the 
shunt. Other medical problems included 
hypertension, diabetes, and secondary dia- 
betie retinopathy. 

On physical examination, the patient 
was found to have dry, sallow, wrinkled 
skin. Both forearms were affected by the 
dermatitis, with areas of pronounced li- 
chenification and excoriation. Patch tests 
were performed with the screening series 
recommended by the North American 
Contact Dermatitis Group; the patient 
reacted only to the thiuram mixture.’ The 
results of further patch testing are 
presented in the Table. 


_tertiary amy! phenate (3.13%), sodium 
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His hospital course was punctuated by 
difficulties with hemodialysis,” including. 
bleeding from his internal. fistula. ‘He 
declined topical therapy, and his dermatitis ; 
persisted unchanged during. a four-week 
hospital stay, in which exposure to contact 
allergens was prevented. - a | 

Case 8.—A 53-year-old woman, ‘whe dad : 
been undergoing . hemodialysis - for six: 
months, complained of generalized prüri-- 
tus that occurred only during the hemodial 
ysis procedure. From October 19 
December 1974, hemodialysis 
formed in the. Ja 
facility. Since January 
treated at the Baysho 
Miami. 

Physical examination. roy no- evi- 
dence of a skin eruption. Recently, a mild 
rash appeared near her internal fistula, but ^u 
it resolved without therapy. Patch tests to. 
the survey mixtures. were positive - to. 
mercaptobenzothiazole and thiuram mix- . . 
tures. The results of further patch testing drm 
are summarized in the Table. 5 iue 


EVALUATION OF e 
THE HEMODIALYSIS UNIT 


In the Jackson Memorial Hospital 
hemodialysis facility, in which the 
cases of allergie contact dermatitis 
arose, two types of single-patient 
units (Travenol RSP and Drake- ^ 
Willock) were used. Most patients had 
exposure to both machines. For all . = 
patients except one, one type of © 
hemodialyzer (Travenol Ultraflow II) |. 
with accessor material was used (the 
other patient was exposed to a Cordis- 

Dow machine and accessories). Ma- 
chines were rinsed between uses with 
a dilute solution of sodium hypochlo- 
rite. Periodically, machines were dis- 
infected with a solution of 2% gluta- 
raldehyde. The machines were not 
treated with ethylene oxide. The 
exterior of the tanks, the chairs, and = 
the floors were disinfected with a | .- 
solution that contained sodium . 
o-phenylphenate (9.82%), sodium p=: 






















lauryl sulfate (5.24%), sodium o- 
benzyl-p-chlorophenate (3.53%), tetra- 
sodium ethylene diamine tetracetate 
(2%), sodium 4-chloro-2-cyclopentyl- 
phenate (1.18%), isopropyl alcohol 
(1.2%), and sodium earbonate (1.9%). 
‘ Inspection of the central supply depot 
for hospital maintenance disclosed no 
thiuram-containing fungicides or algi- 
cides. Every two weeks, the rooms 
were sprayed with a dilute solution of 
an organophosphate to control insects 
(no thiuram-containing or earbamate- 
containing pesticides were used with- 
in the hospital). Dialysate was pre- 
pared at each machine with deionized 
city water immediately prior to use 
and was not recycled. 

Prior to hemodialysis, the fistula 
sites were cleansed with 70% isopropyl 
alcohol and polyvinyl pyrrolidone io- 
dine by personnel wearing rubber 
gloves that do not contain thiuram 
compounds. Patients were not ex- 
posed to any thiuram-containing 
soaps or other materials while in the 
unit. 

The hemodialysis patients were of 
diverse backgrounds, the only unify- 
ing factor being their association 
within the unit. No history of unusual 
domestic or industrial exposures could 
be elicited from any patient in the 
unit. 


PATCH TESTING PROCEDURES 


Patients in the hemodialysis units of 
Jackson Memorial Hospital (21 patients), 
Miami Veterans Administration Hospital 
(11 patients) South Florida Artificial 
Kidney Center (11 patients), and Bayshore 
Dialysis Unit (nine patients) were patch- 
tested in the standard fashion? ==" to 
screening mixtures that contained anti- 
gens found in various types of rubber and 
epoxy compounds; all patients had given 
informed consent. 

The screening mixtures were (1) epoxy 
resin (1% diglycidyl ether of bisphenol A in 
petrolatum), (2) mercaptobenzothiazole 
mixture (0.25% N-cyclohexyl-2-benzothia- 
zolesufenamide, 0.25% 2,2-benzothiazyl 
disulfide, 0.25%  mercaptobenzothiazole, 
and 0.25% 4-morpholinyl-2-benzothiazyl 
disulfide in petrolatum); (3) thiuram mix- 
ture (0.25% tetramethylthiuram monosul- 
fide [TMTM], 0.25% tetramethylthiuram 
disulfide [TMTD], 0.25% tetraethylthiuram 
disulfide [TETD], and 0.25% dipentameth- 
ylenethiuram [PTD] in petrolatum); (4) 
carba mixture (1% 1,3-diphenylguanidine, 
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Characteristics of Hemodialysis Patients 
Sensitive to Various Thiuram Compounds 













Duration Patch Test Reactivity“ 
of Hemo- Thiuram Compounds} 
Pa- Derma- dialysis, Compo- 
tient titis mo TMTM TMTD TETD PTD nentst  Gioves§ 
1 Yes 24 TE 0 SE a 0 0 EE 
2 Yes 8 + 0 0 -+ 0 0 
3l Yes 24 ND ND ND ND ND ND 
| 4 Yes 1?  -4 0 20 0 O0 0 
5 No 24 nm e ttet E 0 0 0 
6 No 13 0 0 -+ 0 Q 0 
7 No 30 PPr re + 0 0 0 


* Grading scale used is as follows: +, redness; ++, edema; +++ or ++++, vesicula- 
tion; 0, no reaction; ND, not done. 

+ The abbreviations used represent the following thiuram compounds: TMTM, 0.25% 
tetramethylthiuram monosulfide; TMTD, 0.25% tetramethylthiuram disulfide; TETD, 0.25% 
tetraethyithiuram disulfide; PTD, 0.25% dipentamethylenethiuram. 

i Components of the disposable portion of the hemodialyzer and accessories used in 
the Jackson Memorial Hospital hemodialysis unit. 


§ Rubber gloves worn by hemodialysis unit personnel while preparing patients for hemo- 
dialysis. | 
l| In a previous survey, patient 3 had strongly positive patch tests to the thiuram mixture 


and to diglycidyl ether of bisphenol A. Additional patch testing could not be done because 
of a subsequent renal transplant. 


1% zine diethyldithiocarbamate, and 1% 
zine dibutyldithiocarbamate in petrola- 
tum); and (5) naphthy! mixture (0.5% N- 
phenyl-2-naphthylamine and 0.5% N-N- 
di-B-naphthyl-p-phenylenediamine in pet- 
rolatum). 

The sites were examined 48 and 96 hours 
after application of the patch. Positive 
tests were graded as follows: +, redness; 
++, edema; +++ or ++ + +, vesicula- 
tion. In addition, patch tests to shavings 
from components of the disposable hemo- 
dialysis equipment were performed. 


RESULTS 


Of 21 patients who are undergoing 
or who have undergone hemodialysis 
at Jackson Memorial Hospital, eight 
had positive reactions to the thiuram 
mixture; four of the eight had derma- 
titis. Some characteristics of the 
eight patients with positive reactions 
are summarized in the Table. Further 
testing demonstrated that these eight 
patients reacted to several different 
thiuram compounds (Table). One pa- 
tient with dermatitis also had sensi- 
tivity to diglycidyl ether of bisphenol 
A (epoxy resin) One of the four 
patients who had thiuram sensitivity 
but who had no evidence of dermatitis 
reacted strongly to mercaptobenzo- 
thiazole. 

There was no relationship between 
the length of time of hemodialysis and 
the development of thiuram sensitiv- 


ity. The mean lengths of time of 
hemodialysis for the contact allergic 
and nonallergie patients were 17.5 
months (range, 6 to 30 months) and 
15.2 months (range, 5 to 36 months), 
respectively. 

Thiuram-sensitivity was not de- 
tected in patients undergoing hemo- 
dialysis solely at the Miami Veterans 
Administration Hospital and at the 
Bayshore Dialysis Center, where oth- 
er types of hemodialyzers (Milton-Ray 
delivery systems with Cordis-Dow 
hemodialyzers and Drake-Willock ma- 
chines with Gambro parallel-flow he- 
modialyzers, respectively) were used, 
and at the South Florida Artificial 
Kidney Center, where different 
equipment of the same type (Travenol 
RSP with Travenol Ultraflow II coils) 
was used. 


COMMENT 


Pruritic skin rashes have been a 
persistent problem in the Jackson 
Memorial Hospital hemodialysis unit. 
The absence of dermatitis and thiu- 
ram-sensitivity in hemodialysis units 
at neighboring institutions indicates 
that sensitization is a localized prob- 
lem. Thiuram-containing compounds 
were not detected in the Jackson 
Memorial Hospital unit and were not 
used in the hospital at the time of this 


Sensitivity to Thiuram—Penneys et al 





study. Àn external source of thiuram 
eompounds seems unlikely in the 
small, clearly defined group of hemo- 
dialysis patients. A single, intensive, 


external exposure to thiuram deriva- 
-tives resulting in 38% sensitization is 


a possibility, but an unlikely one. In 
fact, the patch-testing procedure ex- 


poses patients to a 1% concentration 


of thiuram compounds under occlusion 
for 48 hours, yet nonreactive patients 
are not sensitized. The confinement of 
this problem to one hemodialysis 
facility suggests that the hemodial- 
ysis machines in the unit have been 
altered in some fashion, perhaps by 
exposure to a thiuram-containing 
algicide prior to the advent of this 
study. 

The hemodialysis apparatus con- 
tains several rubber-containing com- 
ponents that might serve as sources of 
various thiuram derivatives. However, 
patch tests to parts of the disposable 
hemodialyzer and accessories used 
were negative. The components of the 
hemodialysis machines exposed to 
dialysate include various connectors, 
O rings, tubing, and the components 
of a piston pump, all of which might 
serve as a source of thiuram com- 
pounds, mercaptobenzothiazole, and 
epoxy resin. Most parts of the hemo- 
dialysis hardware are subcontracted 
to various manufacturers, who in turn 
subcontract the manufacture of com- 
ponents; as a result, there is a pyramid 
of manufacturers involved in the 
construction of the unit. Because of 
this multiplicity of sources, we have 
not been able to determine the 
contents of the various parts exposed 
to the dialysate. 

If sensitization follows systemic 
exposure to thiuram compounds in 
components of the hemodialysis hard- 
ware, hemodialysis patients should be 
found who are sensitive to various 
thiuram compounds but who have not 
as yet developed dermatitis. In fact, 
such a group exists. Four of eight 
patients who had positive reactions to 
thiuram compounds had no history of 
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skin rash. In our experience, positive 
reactions to substances like thiuram 
derivatives occur rarely in the absence 
of a history of clinical dermatitis; this 
suggests that the positive reactions in 
hemodialysis patients are secondary 
to primary systemic sensitization. We 
predict that this group will eventually 
develop thiuram-induced allergie con- 
tact dermatitis after exposure to 
materials containing this compound. 

Hemodialysis patients might have 
prolonged continuous systemic expo- 
sure to small quantities of materials 
that are leached out of the compo- 
nents of the hemodialysis apparatus. 
Thiuram derivatives have low molec- 
ular weights (eg, that of TMTD is 240) 
and thus will pass through a semiper- 
meable membrane. If sensitization is 
occurring by systemic exposure to an 
antigen such as thiuram, this com- 
pound must bind to form a complete 
antigen capable of being reproduced 
after cutaneous application of thiu- 
ram derivatives. In the usual instance 
of allergic contact dermatitis, a lipid- 
soluble, reactive hapten with a low 
molecular weight penetrates the skin 
and presumably binds to a substance 
with a high molecular weight to form 
a complete antigen; this process even- 
tually produces cell-mediated delayed 
hypersensitivity. Cutaneous sensitiza- 
tion after only intravenous exposure 
to the haptenic antigen is rare. 
However, the precipitation or aggra- 
vation of dermatitis ean follow sys- 
temie administration of a compound 
to a person who has a previous history 
of cell-mediated allergy to that com- 
poun cd. p233: 

Hillman et al’ recently detected 
plasticizers in the tissues of infants 


whose blood had been exposed to 


tubing. These materials, leached from 
the tubing, were transferred to the 
infants’ tissues, Our hypothesis is that 
a similar phenomenon occurs in 
hemodialysis patients who may have 
intensive exposure to their tissues to 
products eluted from the hemodial- 
ysis hardware. The evidence to sup- 


port this hypothesis is cireumstantial 
and includes the following points: (1) 
There was a 38% incidence of reac- 
tivity to various thiuram compounds 
in a clearly defined group of hemodial- 
ysis patients. (2) There was an 
absence of reports documenting a 
high incidence of tl uram-sensitiza- 







sures. (3) There was. no 
use of thiuram-contain 





dex but who “aie never r derel- 
oped dermatitis. (6) The dermatitis 
failed to resolve in one patient who 
Was qu. for. Dui ee one 





menie ed reactivity te other: anti- M 
gens that might be present in hemo- .— 
dialysis hardware. (8) Generalized 
pruritus was present in one patient 

only during hemodialysis. | 


William W. Anderson, MD (South Florida Arti- - 
ficial Kidney Center), Guido Perez, MD (Miami 
Veterans Administration Hospital), and Ronald 
Shane, MD (Bayshore Dialysis Center) cooper- 
ated in this study. 
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Benign Papular Acantholytic Dermatosis 


Michael R. Heaphy, MD; Stephen B. Tucker, MD; Richard K. Winkelmann, MD, PhD 


€ Seven male patients, aged 41 to 63, 
had benign papular acantholytic dermato- 
sis. The patients complained of firm, 
intensely pruritic, 1- to 3-mm, reddish- 
brown or flesh-colored papules. The 
lesions were usually found on the upper 
part of the torso or on the neck. At least 
five of the seven patients reported that 
sunlight initiated or exacerbated the 
condition. The mean duration of the 


Ao is a basic pathological 
process that characterizes such 
specific diseases of the skin as 
pemphigus, Darier disease, and be- 
nign chronic familial pemphigus (Hai- 
ley-Hailey disease). The discovery of 
consistent aeantholysis of the epider- 
mis merits complete investigation by 
the dermatologist. Although second- 
ary acantholysis may be observed in 
virus diseases and tumors, other 
primary acantholytie diseases have 
been reported recently. The lesions 
have been described as "transient 
acantholytie dermatosis” by Grover! 
and as acute, eruptive Darier papules 
by Fishman? and by Fine and Melt- 
zer^; this indicates that clinicopatho- 
logie correlation is defining new acan- 
tholytie disorders of the skin. This 
report describes seven patients who 
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disorder exceeded two years. Histologi- 
cally, the predominant lesion in all seven 
cases was acantholysis. Dyskeratosis 
was not a characteristic finding, being 
absent in five of the seven cases and 
minimally present in two. We will compare 
the features of benign papular acantho- 
lytic dermatosis with those of other 
papular acantholytic disorders. 
(Arch Dermatol 112:814-821, 1976) 


acquired a benign papular acantho- 
lytic dermatosis, characterized by a 
distinctive combination of clinical and 
histopathological features. Our discus- 
sion will emphasize both the similari- 
ties and the differences existing 
between this dermatosis and other 
acantholytie disorders. 


REPORT OF CASES 


Case 1.~A 59-year-old man had erythe- 
matous papular eruptions on his chest, neck 
and face and on the upper part of his back. 
The process had been present for 1!2 years; 
it first appeared on the forehead and was 
exacerbated by sunlight and sweating. The 
patient complained of severe pruritus. 
Neither the patient nor his family had a 
history of skin disease. 

The papules were 1 to 3 mm in diameter, 
reddish-brown, and firm; in several re- 
gions, they were distributed in a follicular 
pattern. 

Histological examination of a skin spec- 
imen from the left side of the neck (Fig 1, 
top) showed extensive aeantholytie change 
in a dilated hair follicle. Superficially, the 
follicle demonstrated complete acantho- 
lytic disruption. There was no evidence of 


dyskeratosis in the acantholytic follicle. 
Deeper levels of the follicle showed wide- 
spread acantholytic separation, but disrup- 
tion was not as complete as that seen 
superficially. There were similar changes 
of follicular acantholysis, as well as a 
response of epithelial hyperplasia in neigh- 
boring pilar units. A skin specimen 
obtained from the upper part of the back 
(Fig 1, bottom) contained two foci of exten- 
sive suprabasilar acantholysis in a perifolli- 
cular loeation. 

The white blood cell count was 4,900/cu 
mm, with 11.5% eosinophils. The serum IgE 
level was 2,976 ng/ml. The antinuclear 
antibody test was positive at a 1:80 dilu- 
tion, with a mixed pattern; however, the 
test was negative when repeated. The 
lupus erythematosus clot test was nega- 
tive. Total serum complement level was 
normal. The results of other laboratory 
studies were also normal. Results of 
immunofluorescence tests of skin lesions 
were negative; antisera to IgG, IgA, IgM, 
C3, and fibrin were used. 

Case 2.-For two years, a 55-year-old 
man had had a pruritie papular eruption on 
his back, on the sides of his torso, on his 
neck, and on the baek of his scalp (Fig 2, 
left). The patient complained of severe 
pruritus. There was no family history of 
skin disease. A hot environment and activ- 
ities that induced sweating were noted to 
be exacerbating factors. The discrete 
papules were 1 to 2 mm in diameter and 
brown or flesh-colored; many were topped 
by a small adherent scale. 

Histologieal examination of a papular 
lesion (Fig 2, right) showed focal areas of 
acantholysis at different levels in the 
epidermis. Dyskeratosis was not a promi- 
nent feature. Results of a direct immuno- 
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Fig 1.—Case 1. Top, Acantholytic disrup- 
tion of follicular epithelium (hematoxylin- 
eosin, original magnification x 160). Bot- 
tom, Extensive suprabasilar acantholysis 
occurring in perifollicular distribution (he- 
matoxylin-eosin, original magnification 
x 64). 
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Fig 2.—Case 2. Left, Discrete, 2- to 4-mm, fleshy papular lesions. 
Right, Typical discrete acantholytic foci in epidermis (hematoxy- 
lin-eosin, original magnification x 100). 





Toa a i 
j M A 





D 
$ 
Fig 3.—Case 3. Focal areas of suprabasilar clefting with free acantholytic cells in clefts 
(hematoxylin-eosin, original magnification Xx 100 [top] and x 160 [bottom]). 


fluorescence examination were negative. 
Results of laboratory studies were nor- 
mal. 

Case 3.—A 61-year-old man developed 
erythematous papules on his shoulders in 
June 1973, while vacationing at the beach. 
The lesions persisted throughout the sum- 
mer, and, in late August, similar papules 
developed on the ears, forehead, scalp, and 
dorsal surfaces of his hands and forearms. 
In late September 1973, a generalized, 
erythematous, papulovesicular eruption de- 
veloped. Because this generalized, intense- 
ly pruritic eruption persisted, he was 
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examined on Nov 5, 1973. He had no prior 
history of sun sensitivity and no family 
history of skin disease. Examination 
disclosed many deep follicular papules, 1 to 
4 mm in diameter, and a few papulovesi- 
cles. 

Histological examination of a specimen 
from the patient’s shoulder (Fig 3) showed 
discrete focal areas of suprabasilar cleft- 
ing, with acantholytic cells in the clefts. An 
occasional dyskeratotic cell could be seen in 
the midepidermis. Another specimen from 
the shoulder disclosed a perifollicular focus 
of vacuolated, acantholytic epidermis that 


had a nevoid epidermolytic appearance. 

The white blood cell count was 8,500/cu 
mm, with 25% eosinophils. The serum IgE 
level was normal. Results of other labora- 
tory studies were normal. Results of the 
lupus erythematosus clot test and the 
antinuclear antibody test were negative. 
Results of direct and indirect immuno- 
fluorescence studies were negative. 

Treatment with topically applied ste- 
roids and wet dressings led to moderate 
improvement. 

Case 4.—A 41-year-old man was seen on 
April 29, 1954, because of a six-year history 
of pruritic papules on the shoulders, chest, 
and upper part of his back (Fig 4, top left). 
He noted that the eruption was exacer- 
bated by sweating and summer sun. Exam- 
ination showed multiple firm, 1- to 4-mm, 
brown-to-red, follicular, keratotic papules 
with associated hyperpigmentation. 

Histological examination (Fig 4, top 
right) disclosed a horn-filled hyperkera- 
totie papule with suprabasilar clefting and 
free acantholytic cells. An occasional 
dyskeratotic cell was noted. A diagnosis of 
Darier disease was made. There was no 
family history of skin disease. Local 
therapy produced complete clearing of his 
lesions in several months. 

The patient was not seen again until Oct 
26, 1972, when he returned with multiple 1- 
to 4-mm, brownish papules on the upper 
part of the back and on the axillae (Fig 4, 
center left). He stated that these pruritic 
papular lesions had been present only since 
May 1972. He stated that he had been 
completely free of papular skin lesions 
from 1954 to May 1972 and that in 1954 the 
papules and pruritus had cleared within a 
few months of his being seen at our 
clinic. 

In 1972, histological examination of a 
papular lesion from the right axilla (Fig 4, 
center right and bottom) showed foci of 
acantholysis, suprabasilar clefting, and 
hyperkeratosis. There was no dyskerato- 
sis. 

Laboratory examination disclosed a se- 
rum IgE level of 3,000 ng/ml, but there was 
no personal or family history of atopy. The 
papular acantholytic dermatosis cleared 
completely with topical application of 
steroids and wet dressings. 

Case 5.—A 63-year-old man complained 
of pruritus on his chest. Examination 
disclosed multiple 2-mm, flesh-colored pap- 
ules on his chest. The patient stated that 
the disorder had been present for more 
than two years. Histological examination 
(Fig 5) showed hyperkeratosis and multiple 
foci of acantholysis; dyskeratosis was not 
noted. No immunofluorescence studies 
were done. He was treated with a topical 
steroid preparation. 
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Fig 4.—Case 4. Top left, Multiple 1- to 
4-mm, reddish-brown follicular keratotic 
papules, as seen in 1954. Top right, Horn- 
filled hyperkeratotic papule with suprabas- 
ilar clefting and free acantholytic cells, as 
seen in 1954 (hematoxylin-eosin, original 
magnification X 100). Center left, Hun- 
dreds of 1- to 4-mm, discrete, fleshy 
papules, as seen in 1972. Center right, 
Typical foci of acantholysis, as seen in 
1972 (hematoxylin-eosin, original magnifi- 
cation X100). Bottom, Typical foci of 
acantholysis, as seen in 1972 (hematoxy- 
lin-eosin, original magnification x 250). 
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Fig 5.—Case 5. Hyperkeratosis and foci of acantholysis on chest (hematoxylin-eosin, 
original magnification x 160 [top] and x 64 [bottom]). 


Classification of Acantholytic Diseases 


Immunologic Hereditary or 
Findings Nonhereditary 


Intercellular antibody Nonhereditary 


Gross Morpho- 
logical Features 
Bullae and erosions, oc- 
casionally papillomatous 
vegetations 


Macerated erosions Benign 


Prognosis 


Variable but 
often poor 


Chronicity 
Chronic if treated 


Disease 
Pemphigus 


Autosomal 
dominant 


Autosomal 
dominant 


Unknown 


Hailey-Hailey disease Chronic Negative 


Darier disease Chronic Keratotic papules Benign Negative 


Unknown Keratotic papules Benign Not described 


Acute eruptive Darier- 
like papules2.3 

Benign papular acantho- 
lytic dermatosis 


Fleshy, nonkeratotic Benign Negative Nonhereditary 


papules 


Usually chronic 


Transient Not described, Nonhereditary 


818 


Transient acantholytic 
dermatosis! 
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Papules and vesiculo- Benign 


papules 


probably negative 
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Case 6.—A 44-year-old man had a ten- 
month history of a pruritic papular derma- 
tosis on the chest and the upper part of his 
back; the process had extended to the 
extremities five months before examina- 
tion (Fig 6, top left). A hot environment, 
activities that induced sweating, and direct 
sunlight were all believed to be exacer- 
bating factors. Before admission to the 
hospital, he had been treated with topically 
applied and systemically administered ste- 
roids, as well as with antihistamines. His 
general health was excellent and had 
always been so. Clinical examination 
showed hundreds of 1- to 3-mm reddish- 
brown papular lesions on the torso and 
extremities. Histological examination dis- 
closed a focus of suprabasilar acantholytic 
epidermal disruption (Fig 6, top right) and 
diffuse intraepidermal acantholysis with 
clefting (Fig 6, bottom). The serum IgE 
level was 3,291 ng/ml. Results of other 
laboratory studies were within normal 
limits. There was no personal or family 
history of atopy or skin disease. 

Case 7.—A 56-year-old man with proba- 
ble rheumatoid arthritis had a one-month 
history of pruritus. A widespread papular 
eruption was noted in the sun-exposed 
areas. Histological examination of a papu- 
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lar lesion (Fig 7) disclosed a focus of acan- 
tholytic change around an acrosyringium. 
Results of direct immunofluorescence stud- 
ies were negative. As in the other cases in 
which immunofluorescence studies were 
done, antisera to IgG, IgA, IgM, C3, and 
fibrin were used. 


COMMENT 


Our cases represent what we term 
"benign papular acantholytic derma- 
tosis.” We believe that this is a 
distinct entity with a unique combina- 
tion of clinical and histological fea- 
tures. Our patients were all middle- 
aged men. Their ages ranged from 41 
to 63. They all complained of intensely 
pruritic, 1- to 3-mm, firm, reddish- 
brown or flesh-colored papules. These 
lesions were uniformly distributed on 
the upper part of the torso, and they 
often involved the neck. Three of our 
seven patients had had extension of 
the process to involve the extremities. 
At least five of the seven had histories 
of initiation or exacerbation, or both, 
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Fig 6.—Case 6. Top left, Pruritic papular 
dermatosis. Top right,  Acantholytic 
epidermal disruption with cleft formation 
(hematoxylin-eosin, original magnification 
x 160). Bottom, Acantholytic epidermal 
disruption with cleft formation (hematoxy- 
lin-eosin, original magnification x 64). 
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Fig 7.—Case 7. Serial sections demon- 
strating acantholysis around acrosyrin- 
gium (hematoxylin-eosin, original magnifi- 
cation x 160 [top], x100 [center], and 
x 160 [bottom]). 


bation by activities that induced 
sweating also was common and was 
specifically mentioned by four of the 
seven patients. 

None of the patients had a family 
history of skin disease or atopy. Three 
of the seven had significant elevations 
(about 3,000 ng/ml) of their serum 
IgE levels, and two had eosinophilia. 
Although the condition improved with 
conservative topical care and avoid- 
ance of exacerbating factors, the 
lesions often did not clear completely. 
Our records indicated a mean duration 
of approximately two years, but 
several of the patients still had consid- 
erable involvement when last seen, 
after two to four years of periodic 
reassessment. 

Histologically, the predominant 
finding in all seven cases was acan- 
tholysis at different levels of the 
Le pus AM ^ NES, "759. e ^u | epidermis. Hyperkeratosis was some- 

Eu , P Ce bir r : 1 times noted, and acantholytic involve- 
"ne Lect (c ef , ment of follicles or perifollicular areas 
e. v Ne: E 4 was a frequent finding. Dyskeratosis 

oy? RL” oy ys - was not a characteristic finding, being 
ae. E> i absent in five of the seven cases and 
being present minimally as individual 
cellular changes in two. Classic corps 
ronds and grains were not observed. 
In the four cases in which immuno- 
fluorescence studies were performed, 
the results were consistently nega- 
tive. 

Our cases are similar in several 
respects to those reported by Grover.' 
In his 1970 account of transient acan- 
tholytie dermatosis, he described six 
adults, aged 43 to 74, who developed 
transient pruritic papular or vesiculo- 
papular eruptions in which the pre- 
dominant histological feature was 
acantholysis. In the present series and 
in most of Grover’s cases, the lesions 
occurred in areas exposed to sun or 
ultraviolet light, and most of the 
patients had histories of exacerbation 
by sunlight. In both series, the upper 
part of the torso was involved most 
frequently. Grover’s patients had 
prominent superficial vesiculopapular 
and vesicular reactions unlike those 
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seen in our series. Our patients had 
rather fleshy, nonvesicular papules 
and had no history of bullae or 
erosions. 

A major distinction between the 
- present series and the series reported 
by Grover is the duration of the 
dermatosis. The lesions in Grover's 
series were acute papulovesicular re- 
actions that resolved quickly and 
completely. The mean duration of the 
disease in his series was approxi- 
mately one month. Our patients had 
chronic papular reactions with a mean 
duration of more than two years. In 
several cases, the lesions never cleared 
completely during the years of obser- 
vation. 

The patients described by Grover 
had somewhat more dyskeratotic 
changes than were seen in our series, 
although Grover described histological 
seetions from only three of his six 
eases. Also, much of the dyskeratosis 
described by Grover was noted on 
Tzanck smears obtained from the 
more vesicular lesions and was a less 
prominent feature of the papules 
themselves. The relative frequency of 
follicular acantholysis, eosinophilia, 
and elevations of serum IgE levels in 
our eases constitutes additional dif- 
ferences between our series and the 
series reported by Grover. Despite 
these differences, there is a great 
similarity between our cases and 
those of Grover. 

In 1972, Ackerman’ introduced the 
term “focal acantholytic dyskeratosis” 
to describe the coexistence of acan- 
tholytie and dyskeratotic cells at 
different levels of the epidermis and 
of hyperkeratosis, parakeratosis, and 
suprabasilar clefting. He emphasized 
the lack of specificity of focal acan- 
tholytic dyskeratosis and indicated 
that this distinctive complex of histo- 
logical features could be found in a 
broad range of clinical settings; thus, 
it was reported to be a feature of 
isolated papules or nodules and more 
widespread dermatoses, either per- 
sistent or transient. It was also found 
in “clinically inapparent settings." 
The latter situation consisted of focal 
acantholytie dyskeratosis in close ap- 
position to tumors and other space- 
occupying lesions of the skin. One 
view would be that focal acantholytic 
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dyskeratosis is merely a distinctive 
morphological pattern that lacks both 
clinical specificity and pathogenetic or 
prognostic importance. Alternatively, 
attempts to delineate recognizable 
subsets of focal acantholytie dyskera- 
tosis may be useful if such subsets 
correlate well with a given clinical 
entity or a certain prognosis. 

Histologically, the focal acantho- 
lytie dyskeratosis noted in our series 
differs in degree (if not in kind) from 
the foeal acantholytic dyskeratosis 
that results directly from gene ex- 
pression. In essence, benign papular 
acantholytie dermatosis tends to show 
more acantholysis, less dyskeratosis, 
and less hyperkeratosis than Darier 
disease. 

The case of acute eruptive Darier 
disease recently described by Fish- 
man? may be an example of focal 
acantholytic dyskeratosis, but it dif- 
fers in several respects from the cases 
in the present series. In Fishman's 
case, no history of sun or heat exacer- 
bation was noted, and the eruption 
arose on the extremities. Histological 
examination showed extensive dys- 
keratosis, with typical corps ronds and 
grains. Acantholysis was minimal, but 
acanthosis and hyperkeratosis were 
pronounced. 

Fine and Meltzer’ also have 
described a series of cases in which the 
lesions were called “multiple discrete 
Darier’s papules.” Unlike the lesions 
in our cases, the lesions in Fine and 
Meltzer's eases were typical of Darier 
disease, both clinically and histologi- 
cally. Also, the lesions were asympto- 
matic, unlike those in our series or in 
Grover's series. 

Benign papular acantholytic derma- 
tosis must be considered in the differ- 
ential diagnosis of acantholytie dis- 
ease. Diseases that disrupt the normal 
cell-to-cell adherence of keratinocytes 
form a heterogeneous group of enti- 
ties with many diverse features. They 
may be either benign or malignant 
and either transient or chronic. They 
may or may not display evidence of 
immunologie reactivity. They may 
appear as bullae, erosions, vesicles, 
areas of superinfected maceration, 
and keratotie or fleshy papules. Thus, 
they may be classified on the basis of 
chronicity, prognosis, gross morpho- 


logical features, immunofluorescence 
findings, and genetics. In addition, 
certain pathological states of the —. 
epidermis for which the cause is well - 
known also show acantholysis as a 
predominant histological feature: 
these include virus-induced acantholy- 
sis, as typified by lesions of herpes 
simplex, and chemically induced acan- 
tholysis, as in cantharidin-induced 
blisters. The acantholytie diseases are 
elassified according to these criteria 
in the Table. 

Because of the frequency 


acantholytic papules by sunlight was - 1 
reported in our cases and in those 


described by Grover, one must specu- 


late on the role of sunlight in the 
pathogenesis of these lesions. In 1967, | 
using ——— Argi long- 


Cram et al induce 
two E poo 


UE may ; atatea. r initiate 
lesions of Darier disease. Data from 
our series and from Grover's series  . 
suggest that sunlight may induce . 
acantholytie lesions in persons who 
have no preexisting, clinically appar- 
ent skin disease. Occasionally, sun or 
ultraviolet light may cause latent 
acantholytic tendencies to express 
themselves. It has not been deter- 
mined whether these latent acantho- 
lytie tendencies represent a forme 
fruste of Darier disease or an aequired 
disorder, but the lack of a family 
history of skin disease in any of these 


cases would favor the latter hypothe- — - : 
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like selenium sulfide. 
We found that out when we added |i 
fragrance to Exsel. 
And that little addition, along with Exs 
lathering capability and cos- 
metic elegance, puts us a 3 
good nose ahead of our | 
well known competitor. ja 
Our consumer panels 
have told us that a pleasant 
fragrance is a significant 
factor in achieving selen- 
ium sulfide acceptance. 
You now have your pick 
of two fine lotions. 
But remember, Exsel is 
the one that smells nice. 
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Aquacare^/HP Cream and Lotion give you 
a potent choice. Because Aquacare/HP is the 
only leading dry skin product with 10% urea. 

It is urea that provides extra effectiveness 
to treat the wide range of dry skin indications 
that you see in your practice. 

And for all their potency, Aquacare/HP 
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Cream and Lotion, with increased emolliency, 
are as silky smooth and cosmetically elegant 
as any. 

Compared to all the other leading dry skin 
products around, the Aquacare/HP difference 
is 10% urea. 
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d Ivory is one of the safest 
possible soaps you can recommend for 
sensitive skin. More doctors recommend 


Ivory than any other soap. Ivory may safely be 
used as an adjunct to treatment 
of cradle cap, scabies, impetigo 
[t makes sense. immersion experiments— and seborrhea. 
Ivorys absence of many extra confirm that Ivory is one | 
ingredients helps minimize of the mildest, least irritating 
- chances of irritation. Soaps you can recommend. 
Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 


including patch tests and arm this clinical experience. 








So effective the first time around, 
it's seldom needed a second 






As these KOH slides suggest, MicaTin 
promises a high rate of mycological 
clearance for die-hard fungal infections 
(tinea pedis, tinea corporis and tinea 
cruris) due to Trichophyton rubrum, 
Trichophyton mentagrophytes and 
Epidermophyton floccosum. And gen- 
erally it keeps them clear. In the 
majority of patients, symptomatic relief 
occurs promptly* — usually within one 
to two weeks. And by the end of the 
fourth week, the majority of infections 
are clinically and mycologically clear.* 
But the value of MicaTin doesn't end 
here. Follow-up studies reveal a low 
incidence of relapse as confirmed by 
KOH tests and cultures. * 


Now expanded indications 

The high efficacy of MicaTin has now been docu- 
mented* in CANDIDIASIS and TINEA VERSI- 
COLOR. Candida infections should be treated for 
two weeks in order to reduce the possibility of 
recurrence. Patients with tinea versicolor usually 


exhibit clinical and mycological clearing after two 


weeks of treatment. 








Clinical 
Conversion Clearance or 
Pathogen Infection KOH Culture Improvement 
Trichophyton Tinea pedis 82% 86% 88% 
rubrum 
Trichophyton Tinea ) 
mentagrophytes corporis | wile 
Epidermophyton Tinea | 9". w- 
floccosum cruris — | 
Candida Candidiasis? 92% 86% 88% 
albicans 
Malassezia Tinea 90% — 95% 
furfur versicolor 





Low incidence of side effects 
MicaTin generally has a low incidence of side 


effects, which is one reason why it is sowell accept- 


ed by most patients. Another reason is the fact 
that MicaTin smooths into the skin without 
staining and without offensive odor. There have 


been a few isolated reports of “burning” sensation, 


irritation and maceration with MicaTin; and it 
should not be used in patients with known hyper- 
sensitivity to any of its ingredients. 

* Data for tinea pedis is based on 4 weeks' therapy in 138 patients; 
tinea cruris and tinea corporis — 4 weeks' therapy in 50 patients; 
tinea versicolor — 2 weeks' therapy in 38 patients; candidiasis — 
2 weeks' therapy in 23 patients and 4 weeks' therapy in 20 pa- 
tients. Data on file, Dermatological Division, Johnson & Johnson. 

+The recommended duration of treatment for candidiasis is two 
weeks. However, the data above are based on two study groups, 


the earlier of which followed a four-week protocol. (There was no 


significant difference in effectiveness between the two groups.) 





Micali 


Slide #1. (1/29) — KOH at initiation of treatment— 
49-year-old male with chronic tinea pedis culturing 
T. rubrum. 

Slide #2. (2/27) — KOH, same patient — completion 
of course of treatment. 

Slide 43. (3/27) — Follow-up KOH, 29 days following 
discontinuance of treatment. 


MicaTin 
brand miconazole nitrate 2% 
Cream 


Description: MicaTin brand miconazole nitrate 
cream 2% contains miconazole nitrate* 2%, formu- 
lated into a water miscible base consisting of pegoxol 
7 stearate, peglicol 5 oleate, mineral oil, benzoic 
acid, and butylated hydroxyanisole. 

Actions: Miconazole nitrate is a synthetic antifungal 
agent which inhibits the growth of the common der- 
matophytes, Trichophyton rubrum, Trichophyton 
mentagrophytes, and Epidermophyton floccosum, the 
yeast-like fungus, Candida albicans, and the organ- 
ism responsible for tinea versicolor (Malassezia 
furfur). 

Indications: For topical application in the treatment 
of tinea pedis (athlete’s foot), tinea cruris, and tinea 
corporis caused by Trichophyton rubrum, Tricho- 
phyton mentagrophytes, and Epidermophyton floc- 
cosum, in the treatment of cutaneous candidiasis 
(moniliasis), and in the treatment of tinea versicolor. 
Contraindications: MicaTin has no known contra- 
indications. 

Precautions: If a reaction suggesting sensitivity or 
chemical irritation should occur, use of the medica- 
tion should be discontinued. 

For external use only. Avoid introduction of MicaTin 
brand miconazole nitrate cream 2% into the eyes. 
Adverse Reactions: There have been isolated reports 
of irritation, burning, and maceration associated 
with application of MicaTin. 


Dosage and Administration: Sufficient MicaTin 
cream should be applied to cover affected areas 
twice daily (morning and evening) in patients with 
tinea pedis, tinea cruris, tinea Corporis, and cutane- 
ous Candidiasis and once daily in patients with tinea 
versicolor. In intertriginous areas the cream should 
be applied sparingly and smoothed in well to avoid 
maceration effects. 
Early relief of pruritus (first week) and early clinical 
improvement (one to two weeks) have been seen in 
treatment of infections caused by common derma- 
tophytes. Even though clinical improvement may be 
seen fairly soon after treatment is begun, Candida 
infections should be treated for two weeks and der- 
matophyte infections for one month in order to reduce 
the possibility of recurrence. If a patient shows no 
clinical improvement after a month of treatment, the 
diagnosis should be redetermined. Patients with tinea 
versicolor usually exhibit clinical and mycological 
clearing after two weeks of treatment. 
How Supplied: MicaTin brand cream 2% containing 
miconazole nitrate 2% strength is supplied in 1 oz. 
and 15 g. tubes. 

* Chemical name: 1-[2,4-dichloro-8- | (2,4-dichloro- 
benzyl) oxy | phenethyl] imidazole mononitrate. 
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SUNBLOCKING LOTION ` 
py Goppertone 









Laboratory tests demonstrate D c UM 
the superiority of Super Shade Especially rit oo qos 3 
in substantivity and pA rU 
perspiration or swimming. j 


cosmetic elegance, over the ; 
leading Paba' formula. AFLOZ j 


V ; 
~ea — = -= = — oe ous: 


me 
super Shade Sunblocking Lotion by Coppertone provides maximum 


sunburn protection for sun-sensitive patients who enjoy the 
sun yet need the maximum filtering of the sun's ultraviolet rays. 


SUBSTANTIVITY 
Super Shade is ideal for your patients who work or play all day 
outdoors in the sun. When used as directed—its superior substan- 
tivity enables it to resist removal by perspiration and swimming. Lets 
your patient stay in the sun 10 times longer without burning than 
with no protection. Regular use of Super Shade helps prevent pre- 
mature aging and wrinkling of the skin due to overexposure to 

© sunlight. 


COSMETIC ELEGANCE 

The superior cosmetic elegance of Super Shade permits an even, 
uniform coverage with no gaps or unprotected areas. The user can 
see where Super Shade has been applied. Super Shade is a white, 
creamy, non-greasy lotion. Allows little or no tanning. 







Active ingredients: Para-aminobenzoic acid 5%. Alcohol 60%. 

















| Case Reports 


" Cutaneous Protothecosis in a Patient 
. Receiving Immunosuppressive Therapy _ 


ie Irving D. Wolfe, MD; Henry G. Sacks, MD; Charles S. Samorodin, MD; Harry M. Robinson, MD 


* A 30-year-old recipient of a renal 
transplant, who was receiving immuno- 
suppressive therapy, developed cuta- 
.neous abscesses from which an organism 
. of the genus Prototheca was cultured. The 
patient died of Klebsiella septicemia. At 
_ the time of death, pure cultures of Proto- 


-theca and Candida organisms were grown 


from separate skin lesions. Prototheca is 
a genus of achloric algae. Cultural, micro- 
scopical, and staining characteristics se- 
.parate these organisms from the yeast 


Ds et al’ first described cuta- 
A7 neous protothecosis, an achlorie 
algal infection, in 1964. Since that 
time, reports of nine other such cases 
. appeared in the literature. 
Only one of these cases involved infec- 
n in a patient undergoing therapy 
with agents known to alter the 


2 < immune response. This occurred in a 


45-year-old woman who had been 
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and fungi. Cutaneous protothecosis was 
first described in 1964 by Davies et al in 
an otherwise healthy African rice farmer. 
Since that time, nine other cases have 
been reported. However, only a single 
case has been described in a patient 
receiving immunosuppressive drugs, a 
woman with carcinoma of the breast who 
was receiving Sere with multiple 
agents. 
(Arch Dermatol 112:829-832, 1976) 


receiving chemotherapy for meta- 
static carcinoma of the breast? We 
believe this to be the first reported 
instance of cutaneous protothecosis in 
the recipient of a renal allograft. 


REPORT OF A CASE 


A 30-year-old, 54-kg man was admitted 
to the University of Maryland Hospital in 
October 1973, with uncontrolled diabetes 
mellitus and an eruption involving the left 
upper extremity and the left thigh. For 
three years, the patient received hemodial- 
ysis treatments for uremia secondary to 
chronic glomerulonephritis. In April 1971, 
he underwent a bilateral nephrectomy and 
a cadaveric renal transplant. After the 
renal transplantation, azathioprine, pred- 
nisone, equine human antilymphocyte 
globulin, furosemide, digoxin, isoniazid, 


and methenamine hippurate were pre- 


scribed. The patient was discharged on a 
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regimen of 75 mg of dzahir daily and 


25 mg of prednisone twice daily. 

Diabetes mellitus was noted shortly | 
after the renal transplant and. was 
controlled with a daily regimen of 35 units © 
of isophane insulin injection and 15 units of 
insulin injection. The patient's blood press = 
sure stabilized at about 160/90 mm Hg. The 


. patient's elinical eourse during the next 
p ij g 


two years was marked by several readmis- 
sions because of complications resulting 
from his immunosuppressive therapy. 

In May 1973, the patient first noted 
indolent lesions on the anterior aspect of 
the left forearm. The lesions began as 
vesicles that ruptured, leaving an exuda- 
tive base. In the two weeks prior to his 
final admission to the hospital, similar 
lesions developed on the left thigh. A 
biopsy specimen from a representative 
forearm lesion, obtained one week prior tó 
admission, showed patchy necrotic areas in- 


the dermis, which were surrounded by a . 
mixed cellular inflammatory infiltrate con- 
leukocytes, |. 
lymphocytes, histiocytes, and foreign-body — - 


taining polymorphonuclear 


giant cells (Fig 1). Scattered throughout 


the infiltrate were typical algal organisms, _ 7 


some of which were located within the — 


giant cells. These were identifiable only cd 


with PAS and methenamine silver nitrate 
staining (Fig 2 and 3) Culture of the 
éxudate and of the biopsy specimen 
showed Prototheca wickerhamii. The pa- 


tient was admitted to the hospital. At the ud 


time of admission (Oct 6, 1973), the patient 
was chronically ill and had a cushingoid i 
facies, buffalo hump, striae, and an. aenei- - 
form eruption on the face and upper part 
of the torso. The parent 8 pee was ; 












37.6 C. On the left thigh, there were three 
superficial uleers with overlying seropuru- 
lent exudate. There was a similar lesion on 
the left forearm. There was no regional 
adenopathy in either area. 

Laboratory studies at the time of admis- 
sion to the hospital disclosed the following 
values: hemoglobin, 13.6 gm/100 ml; hema- 
tocrit reading, 42%; white blood cell count, 
8,600/cu mm, with 77% polymorphonuclear 
leukocytes, 15% bands, 6% lymphocytes; 
and 1% monocytes; platelet count, 70,500/ 
cu mm; fasting blood glucose, 288 mg/100 
ml; blood urea nitrogen, 50 mg/100 ml; 
serum creatinine, 2.1 mg/100 ml; serum 
uric acid, 9.2 mg/100 ml; serum albumin, 
3.2 gm/100 ml; serum globulin, 2.8 gm/100 
ml; serum total bilirubin, 1.7 mg/100 ml; 
serum direct bilirubin, 0.9 mg/100 ml; 
serum glutamic oxaloacetic transaminase, 
48 milliunits (International)(ImU)/ml; se- 
rum alkaline phosphatase, 502 ImU/ml; 
serum lactic dehydrogenase, 251 ImU/ml; 
serum amylase, 247 units/ml. Serum pro- 
tein electrophoresis was normal, except for 
a depressed albumin level and a marginally 
elevated gamma globulin level. Immuno- 
electrophoresis was not done. A chest x-ray 
film showed minimal enlargement of the 
left ventricle. Results of hepatitis-asso- 
ciated antigen testing were negative. 

On the fifth hospital day, pain and 
tenderness developed in the left thigh. 
Because of this and the presence of a low- 
grade fever, a regimen of 60 mg of 
gentamicin sulfate, administered intra- 
venously every 12 hours, was begun. An 
open liver biopsy, performed on the ninth 
day of hospitalization because of elevated 
liver enzyme levels, showed acute and 
chronic portal inflammation and mild 
fibrosis. Stains for fungal and algal orga- 
nisms were negative. On the 19th hospital 
day, .azathioprine therapy was stopped, and 
50 mg of orally administered cyclophos- 
phamide daily was prescribed. The gen- 
tamicin sulfate therapy was discontinued, 
and a regimen of 250 mg of tetracycline 
hydrochloride, given orally four times a 
day, was started because of increased 
drainage from the thigh lesions and 
because of disc sensitivity of the Proto- 
theca organisms to this antibiotic. On the 
30th hospital day, a repeat culture from a 
thigh lesion grew Candida albicans. On the 
3lst hospital day, the patient's tempera- 
ture spiked to 39.4 C, and increased pain 
and diffuse swelling of the left thigh devel- 
oped. During the next two days, the pain 
and swelling extended to involve the lower 
part of the abdomen. Bacterial cultures of 
the ulcers on the thigh showed heavy 
growth of Proteus and Klebsiella orga- 
nisms. These organisms were also recov- 
ered from blood cultures. Multiple blood 
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Fig 1.—Dermal necrosis with mixed inflammatory infiltrate (hematoxylin-eosin, original 


magnification x 40). 


and stool cultures were negative for Proto- 
theca. The tetracycline hydrochloride re- 
gimen was discontinued. Despite therapy 
with gentamicin sulfate, cephalexin mono- 
hydrate, and clindamycin, the temperature 
continued to spike and the patient became 
anuric and hypotensive. He died on the 
36th hospital day. Permission for autopsy 
was refused. 


COMMENT 


The patient had received multiple 
agents known to suppress the immune 
response. Antilymphocyte globulin 
damages both humoral and cellular 
immunity.*' Corticosteroids interfere 
with the inflammatory response and 
depress antibody formation and inter- 
feron formation and activity." In addi- 
tion, invasiveness of specific orga- 
nisms, such as Aspergillus and C albi- 
cans, is enhanced by corticosteroid 
therapy." Hyperglycemia secondary 
to high doses of steroid therapy has 
been implicated as an important risk 
factor in patients receiving immuno- 
suppressive therapy.'^ While the exact 
mechanism of action of the various 
antimetabolite |immunosuppressive 
drugs is poorly defined, their effect on 
both humoral and cell-mediated path- 
ways has been postulated.'':” 


The recent literature is replete with 
accounts of opportunistic infections in 
patients receiving immunosuppres- 
sive drugs. In addition to bacterial 
infection, fungal disease is prevalent, 
with candidiasis, aspergillosis, and 
nocardiosis leading the  list."''*"* 
Pneumocystis carinii infection," tox- 
oplasmosis,'*:'’ and leishmaniasis’: are 
examples of protozoan infections seen 
in these patients. Even more complex 
parasitic organisms, such as Strongyl- 
oides stercoralis," can cause systemic 
disease in such susceptible hosts. 
Algal infection has to date been 
reported only once in a patient 
receiving immunosuppressive thera- 
py. 

Prototheca is a genus of sapro- 
phytic, achloric (nonpigmented) algae. 
These organisms reproduce asexually 
via internal septation, producing au- 
tospores identical to the parent cell.*” 
This reproductive method, along with 
the absence of glucosamine and mu- 
ramic acid in the cell wall, separates 
the genus from the bacteria and 
fungi. Prototheca species are easily 
recognized in PAS-stained tissue spe- 
cimens when the characteristic endo- 
sporulating cells are visible; however, 
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nonsporulating cells may resemble 
Blastomyces dermatitidis, Cryptococ- 
cus neoformans, Paracoccidioides bra- 
ziliensis, Pn carinii, and Rhinospo- 
ridiwm seeberi.*° 

Prototheca organisms are grown on 
most routine mycological media; how- 
ever, cycloheximide, used to inhibit 
growth of saprophytic fungi, will also 
suppress growth of Prototheca species. 
Colonies on Sabouraud agar are 
smooth, creamy, and yeast-like. Abun- 
dant growth is visible at 48 hours 
between 25 and 37 C for Pr filamenti, 
Pr wickerhamii, and Pr zopfii; Pr stag- 
nora organisms grow at 25 C but not 
at 37 C.^*^" Various species are differ- 
entiated by cell size and shape, and by 
colony morphological and fermenta- 
tion characteristics.^^^ Recently, an 
indirect immunofluorescence tech- 
nique using specific antibodies has 
been described for species determina- 
tion.” Identification by assimilation is 
straightforward but time-consuming, 
taking 14 days." The use of fluores- 
cent antibody reagents makes possi- 
ble the rapid and reliable identifica- 
tion of Prototheca species in culture 
and tissue.” 

The history of protothecal infection 
in animals and its possible association 
with a sprue-like disease in humans 
were reviewed by Tindall and Fetter’ 
in 1971. Of the ten reported cases of 
cutaneous  protothecosis we have 
found in the literature to date, eight 
patients were men and two were 
women. The ages of the patients 
ranged from 29 to 63 years. Five of the 
nine infections were manifested clini- 
cally as olecranon bursitis. Another 
one occurred in a granuloma arising 
from surgery for the removal of a 
ganglionic lesion on the wrist.’ In 
none of these six cases was the culture 
positive, but typical organisms were 
seen on histological sections.? 

Prototheca species were cultured in 
only four of the ten reported cases. In 
the ease of a rice farmer from Sierra 
Leone, described by Davies et al' and 
by Davies,? Pr segbwema organisms 
were isolated. Utilizing carbohydrate 
and alcohol assimilation and fluores- 
cent antibody techniques, Pr seg- 
bwema has been found to be identical 
to Pr zopfii. The organism from the 
patient with the metastatic breast 
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Fig 2.—Numerous algal organisms, many exhibiting internal septation (PAS, original 
magnification x 450). 
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Fig 3.—Algal organisms in multinucleated giant cell (PAS, original magnification 


x 450). 


carcinoma was identified as Pr wick- 
erhamii.* The same species was con- 
firmed by assimilation pattern in the 
case of a trench digger from the 
Transvaal, Republic of South Africa.’ 
Similar carbohydrate and alcohol as- 
similation studies were used to identi- 
fy Pr wickerhamii in the renal trans- 
plant patient described in this paper. 

Four Prototheca species are now 
recognized: Pr filamenta, Pr stagnora, 
Pr wickerhamii, and Pr zopfii. Pre- 


viously described species Pr morifor- 
mis, Pr portoricensis, Pr ciferii, and 
Pr segbwema are identical with Pr 
zopfir.?°-*! 

Water may have been the source of 
infection in four of these cases. The 
patient described by Davies et al! and 
by Davies and Wilkinson* worked in 
rice paddies and had foot lesions. The 
patient with carcinoma of the breast 
had shaved her legs in water origi- 
nating in an old water tank "over- 
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grown with scum."* The patient whose 
infection occurred after surgery to 
remove a ganglionic lesion had 
cleaned his fish tank soon after initial 
surgery on the lesion.‘ One of the 
patients with olecranon bursitis said 
he traumatized the bursa after falling 
in a bathtub.‘ A fifth patient worked 
as a trench digger, and soil was the 
suspected origin of the organism.’ The 
patient described in this paper worked 
in a seafood store, cleaning clams and 
oysters as late as five months prior to 
the onset of his lesions. 

Skin lesions observed have included 
papulonodular lesions, crusted pap- 
ules with umbilication and ulcera- 
tion, and an extensive granulomatous 
eruption. At the time of the initial 
examination, the patient described in 
this article had shallow, ulcerated 
lesions with overlying seropurulent 
exudate. The lesions could have been 
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mistaken for a bacterial pyoderma. 
Attempts to medically influence the 
course of the cutaneous infection 
have, in general, proved unsuccess- 
ful'? Surgical intervention has ap- 
peared to be useful in the cases of 
olecranon bursitis.‘ In one patient, 
orally administered potassium iodide 
seems to have been temporarily bene- 
ficial. Topical application of potas- 
sium permanganate, cupric sulfate, 
amphotericin B, and various antibi- 
otics has failed, as has systemic 
administration of pentamidine ise- 
thionate (Lomidine [France], eme- 
tine hydrochloride, griseofulvin, and 
penicillin. X-ray therapy was also 
found to be ineffective: In a recently 
reported case of disseminated proto- 
thecosis, an isolated defect in cell- 
mediated immunity to the Prototheca 
organism was found. In this case, 
combined therapy with amphotericin 
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B and transfer factor seems to have 
been effective.” Although in vitro 
testing of the isolated organisms in 
this case showed sensitivity to tetra- 
cycline, no apparent benefit to our 
patient was obtained from therapy 
with this agent. Death was attributed 
to overwhelming Gram-negative sep- 
sis, not to protothecosis. Systemically 
administered tetracycline has not 
been used in cases of uncomplicated 
cutaneous protothecosis and should be 
considered for future trial. 
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Vitiligo Associated With 
Regional Enteritis 


Eugene W. Monroe, MD 


€ Although the cause of vitiligo is 
unknown, there is considerable evidence 
to indicate that autoimmunity plays a role. 
Much of this evidence is based on the 
increased associated occurrence of vitil- 
igo in a number of diseases also believed 
to be autoimmune in origin. | have 
observed a case of almost simultaneous 
onset of vitiligo and regional enteritis. A 
search of the literature revealed no 
specific case report associating these two 
disorders. The association of these two 
disorders in the same person may be 
more than fortuitous, since both diseases 
may be autoimmune in origin. 

(Arch Dermatol 112:833-834, 1976) 


Am is a disease of unknown 
cause characterized by areas of 
hypopigmentation that histologically 
show decreased or absent melano- 
cytes. Although the cause of vitiligo is 
unknown, two major hypotheses have 
evolved.' One theory is that vitiligo is 
an autoimmune disorder resulting 
from the formation of an antimelano- 
cyte autoantibody. The other is that a 
neurogenic factor is involved and that 
a cytotoxic agent is released close to or 
within the melanocyte, destroying the 
cell.* 

The evidence supporting an autoim- 
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mune cause of vitiligo is based 
primarily on the clinical association of 
the disorder with a number of diseases 
also believed to be autoimmune. There 
is a significant increase in the inci- 
dence of vitiligo in patients with 
pernicious anemia,*^ thyroid disease, 
Addison disease, alopecia areata, and 
diabetes mellitus.’ Patients with vitil- 
igo show an increased incidence of 
organ-specific antibodies to thyroid, 
gastric, and adrenal tissue." In addi- 
tion, the family histories of patients 
with vitiligo show an increased inci- 
dence of autoimmune disorders. Cir- 
culating antibodies to melanin have 
also been described in vitiligo pa- 
tients.'^ Further, the intense lympho- 
eytic infiltration seen histologically in 
these lesions resembles that found in 
autoimmune diseases. 

I recently saw a patient who had 
vitiligo and regional enteritis (Crohn 
disease). A search of the literature 
revealed no specific case report asso- 
ciating these two disorders, although 
one large series of 138 cases of 
regional enteritis cursorily mentioned 
that three patients also had vitiligo." 
This paper will present a case of the 
almost simultaneous onset of vitiligo 
and regional enteritis. The association 
of these two disorders in the same 
person may be more than fortuitous, 
since both diseases may be autoim- 
mune in origin. 





Vitiliginous area in right axilla. Similar 
change in opposite axilla. 


REPORT OF A CASE 


A 21-year-old white man was in good 
health until the age of 14 years when he 
had an insidious onset of diarrhea, abdom- 
inal pain, anorexia, weight loss, low-grade 
fever, and fatigue. Approximately three 
months after the onset of these symptoms, 
the patient began developing hypopig- 
mented areas in both axillae. He was hospi- 
talized shortly thereafter for evaluation of 
his gastrointestinal problems. An upper 
gastrointestinal series with a small-bowel 
follow-through showed mucosal irregular- 
ity, ulceration, stiffening of the bowel wall, 
and luminal narrowing. Results of sigmoi- 
doscopy and a barium enema were normal. 
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Abdominal exploration was performed, but 
no resection was done due to the extensive 
involvement. of the jejunum through the 
ileum. A biopsy specimen removed surgi- 
, cally was suggestive of regional enteritis. 
' Since the age of 14 years, the patient had 
had infrequent episodes of abdominal pain, 
diarrhea, and weight loss. He has been 
managed on a conservative medical pro- 
gram that has required no systemic anti- 
bioties or corticosteroids. The areas of 
hypopigmentation in both axillae have 
remained relatively unchanged since their 
initial appearance. No new vitiliginous 
areas have appeared. The patient's only 
other medical problems are related to his 
atopie diathesis, which includes allergie 
rhinitis and eezema. The patient has a 
family history of atopy and diabetes melli- 
tus. There is no family history of gastroin- 
testinal disease, vitiligo, or other autoim- 
mune diseases. 

Results of physical examination were 
within normal limits, exeept for symmet- 
rical areas of vitiligo in both axillae, which 
each measure about 12 x 15 em (Figure). 
Laboratory values eurrently within normal 
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limits include the following: complete blood 


cell count with a differential cell count, 
- multiphasie screening panel, protein elec- 


trophoresis, C3 complement levels, urinaly- 
sis, chest x-ray film, and electrocardio- 
gram. A VDRL test for syphilis was reac- 
tive at a titer of 1:1, but the fluorescent 
treponemal antibody absorption test was 
nonreactive. Tests for antinuclear and 
thyroid antibodies were negative. 


COMMENT 


Although the cause of vitiligo is 
unknown, there is considerable evi- 
dence to indicate that autoimmunity 
plays a role. Much of this evidence is 
based on the increased incidence of 
vitiligo in association with a number 
of diseases also believed to be autoim- 
mune in origin. To my knowledge, this 
is the first detailed case report speci- 
fically associating vitiligo with re- 
gional enteritis. 

The cause of regional enteritis is 
also unknown. One current hypothesis 
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is that an immunologic disturbance 
may underlie the disease. Evidence 
for a possible immunologic role comes 
from the following findings in studies 
on regional enteritis: impaired in vivo 
and in vitro indexes of delayed hyper- 
sensitivity, antibodies against intes- 
tinal epithelial and cross-reacting en- 
terobacterial antigens, in vitro cyto- 
toxicity of lymphocytes for colonic 
epithelial cells, and an increased inci- 
dence of antinuclear antibodies." 
The occurrence of these two dis- 
eases in the same person may be 
merely fortuitous. On the other hand, 
the nearly simultaneous onset of the 
two disorders in this patient, as well 
as a possible similar autoimmune 
cause in these diseases, make this 
association interesting. Further stud- 
ies to determine the true incidence of 
this association would be helpful in 
determining its importance. 
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Syringocystadenoma Papilliferum 


in an Unusual Location 


Report of a Case 


MAJ Stephen E. Rostan, MC, USA, MAJ Jack D. Waller, MC, USA 


e We describe a case in which a 
syringocystadenoma  papilliferum was 
found in an extremely rare location. 

(Arch Dermatol 112:835-836, 1976) 


yringocystadenoma  papilliferum 

(SP) is a rare tumor of disputed 
origin that was first described by 
Werther in 1913.' The typical lesion 
occurs most frequently on the scalp, 
and is a hairless smooth plaque until 
puberty, when a nodular or verrucous 
transformation occurs.’ One third of 
the reported cases have been associ- 
ated with nevus sebaceus of Jadas- 
sohn.; The characteristic histologic 
features consist of duct-like struc- 
tures with papillary processes that 
are covered by two layers of epithelial 
cells that are located in the upper der- 
mis. The layer nearest the dermis 
consists of flattened or cuboidal small 
cells with scanty cytoplasm and large, 
round or oval nuclei with moderate 
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amounts of chromatin. The layer ad- 
jacent to the lumen is composed of 
eolumnar cells with centrally located 
oval nuclei and pink cytoplasm. An 
infiltrate that consists primarily of 
plasma cells is often present in the 
villi. It is unsettled as to whether the 
origin of the tumor is apocrine or ec- 
crine. The purpose of this paper is to 
report a case of SP in an unusual loca- 
tion. 


REPORT OF A CASE 


A 10-year-old girl was seen on October 
10, 1973, in the Brooke Army Medical Cen- 
ter Dermatology Clinic for evaluation of 
an asymptomatic lesion on the upper part 
of the left arm that had been present since 
birth. Examination revealed a 5-cm linear 
lesion that consisted of multiple yellowish- 
red papules, with central umbilication in 
several of the papules (Fig 1). Two biopsy 
specimens from separate areas of the 


Fig 1.—Syringocystadenoma papilliferum located on upper anterior part of left arm. 
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Fig 2.—Syringocystadenoma papilliferum. Note villi that project 
into cystic (hematoxylin-eosin, original magnification x 100). 


lesion were stained with hematoxylin- 
eosin, and microscopically revealed villi 
that projected into a cystic lumen. Two 
distinct epithelial cell layers were present, 
with small cuboidal cells near the dermis 
and columnar cells adjacent to the lumen 
that were consistent with the diagnosis of 
SP. No plasma cells were seen (Fig 2 and 
3). 


COMMENT 


The first large series of SP in the 
American literature was reported in 
1954 by Pinkus, who described 32 such 
lesions in 31 patients.* In 15 cases, the 
SP was present at birth. The most 
common location was the scalp, with 
21 lesions being present. The only le- 
sion located on an extremity devel- 
oped subungually on the big toe. In 
1955, Hackney and Helwig reviewed 
100 eases that were observed at the 
Armed Forces Institute of Pathol- 
ogy.’ Forty-five lesions were report- 
edly present at birth, and 55 were lo- 
cated on the scalp. The only reported 
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lesions on an extremity were in two 
cases in which the SP occurred on the 
thigh. To our knowledge, our patient 
represents the first report in the 
American literature in which SP was 
located on an upper extremity. 

The histogenesis of SP is still 
debated. Pinkus believes that the 
adenomatous portion is secondary to 
a harartomatous disturbance of the 
involved area of skin and that the 
papilliferous structures can be de- 
rived from mature apocrine or eccrine 
glands.* Lever postulates that it is a 
harartoma that develops from un- 
differentiated pleurio-potential cells.? 
Hackney and Helwig suggested that 
SP is either an adenoma of eccrine 
duct origin in which the involved 
glands are altered so that they can no 
longer be recognized as either apo- 
crine or eccrine, or that the lesion is 
derived from the ducts of a gland that 
is intermediate between eccrine and 
apocrine.’ Results of electron micro- 





Fig 3.—Same biopsy specimen as in Fig 2. Note two distinct 
epithelial cell layers with small cuboidal cells near dermis, and 
columnar cells adjacent to lumen (hematoxylin-eosin, original 
magnification x 400). 


scopic studies support an eccrine 
gland origin. 

Malignant degeneration is rare.’ 
Ten percent of the Hackney and Hel- 
wig series were associated with basal 
cell carcinoma, but these occurred 
only in those lesions that also exhib- 
ited a nevus sebaceus of Jadassohn. . 
There was usually no evidence of ei- 
ther the SP or the basal cell carci- 
noma arising from the others. 


Westwood Pharmaceuticals, Inc, New York, 
assumed the cost of the color photograph. 
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benign Chronic Bullous Dermatosis 


of Childhood 


Linear IgA and C3 Deposition on the Basement Membrane 


MAJ Stephen Prystowsky, MC, USA, James N. Gilliam, MD 


e Benign chronic bullous dermatosis of 
childhood (BCBDC) is characterized by 
predominantly monomorphous, large, 
tense bullae with a predilection for the 
lower part of the trunk, the pelvic region, 
and the lower extremities. Most patients 
have blisters for two to three years and 
experience spontaneous exacerbations 
and remissions. We report the first case 
known to us in which a linear band of IgA 
(but no IgG or IgM) and complement was 
found at the epidermal basal lamina as 
demonstrated by immunoflurorescence 
studies. 

(Arch Dermatol 112:837-838, 1976) 


5e chronic bullous dermatosis 

of childhood (BCBDC) is charac- 
terized by a predominantly monomor- 
phous, bullous eruption having a predi- 
lection for the extremities, the lower 
part of the trunk, and the genitalia. 
The duration of the disease averages 
from two to three years and is charac- 
terized by spontaneous remissions and 
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exacerbations. There has been much 
confusion about the nosology of 
bullous diseases in childhood. We 
agree with the recent classification of 
Bean and Jordon' and suggest that 
the entity discussed in this paper may 
be a variant of BCBDC. 

This paper describes a case of 
BCBDC in a patient whose skin 
showed a linear deposit of IgA at the 
dermoepidermal junction. The clinical 
course of this patient's disease was 
indistinguishable from that of pa- 
tients with BCBDC who lacked immu- 
nofluorescence findings.” 


Fig 1.—Rosette pattern is noted in some 
bullae. 





REPORT OF A CASE 


A previously healthy 2!o-year-old black 
boy had moderately pruritic, tense bullae 
of sudden onset, localized predominantly 
on the extremities, lower part of the trunk, 
and genitals. A rosette pattern was noted 
in some areas (Fig 1). His general health 
was excellent. 

Tense bullae on a nonerythematous base 
were seen on the arms, legs, trunk, and 
genitals (Fig 2). No lesions of the mucous 
membranes were present. 

During the subsequent 18 months he ex- 
perienced several remissions and exacerba- 
tions. Each succeeding flare was less severe 
than previous episodes, and the intervals of 


Fig 2.—Tense bullae on nonerythematous 
base were most pronounced on legs. 
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Fig 3.—Direct 
lesion stained positively for IgA in linear 
band along basement membrane. 


immunofluorescence of 


remission became increasingly longer be- 
tween flares. He was given 900 mg of 
sulfapyridine daily during his initial 
episode with little or no influence on his 
symptoms. No treatment was given for the 
succeeding flares. Spontaneous remissions 
were noted within several weeks without 
therapy. 

The following laboratory values were 
normal or negative on initial examination: 
hemoglobin level, hematocrit reading, se- 
rum antinuclear factor, and serum C3 and 
total hemolytic complement (CH50) levels. 
The erythrocyte sedimentation rate was 
elevated at 25 mm/hr. Examination of a 
skin biopsy specimen disclosed a subepi- 
dermal bulla. 

Negative findings on indirect immuno- 
fluorescence testing (patient's serum on 
normal skin) indicated an absence of circu- 
lating antibodies directed against skin. 
The direct test (patient's skin lesion) 
stained positively for IgA (Fig 3) and 
complement (C3 but not C1q) (Fig 4) in a 
linear band along the basement membrane. 
Fluoresceinated antibody to IgG, IgM, 
IgD, and IgE yielded negative results. 


COMMENT 


Usually, the differentiation  be- 
tween dermatitis herpetiformis and 
classic bullous pemphigoid in children 
is not difficult. Both diseases exhibit 
basic characteristics similar to pat- 
terns found in adults.*' The difficulty 
arises in distinguishing classic adult 
bullous pemphigoid that has occurred 
in children^* from BCBDC. Immuno- 
fluorescence has been useful in sepa- 
rating these two diseases, which may 
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Fig 4.—Direct immunofluorescence of 
lesion stained positively for C3 in linear 
band along basement membrane. 


have similar clinical courses. Base- 
ment membrane-zone antibodies have 
not been reported in BCBDC. How- 
ever, basement membrane-zone stain- 
ing (IgG and complement) is present 
in childhood bullous pemphigoid. 
Moreover, patients with this disease 
often have circulating basement 
membrane-zone antibodies." ** Clini- 
cally, patients with childhood bullous 
pemphigoid tend to have more severe 
involvement since they often have 
oral lesions, require systemic steroids 
for control, and have a more prolonged 
course of disease. Thus, the findings 
of IgG and complement by direct and 
indirect immunofluorescence appears 
to separate these two entities and aids 
one in predicting the clinical course 
the patient’s disease will follow. 

We prefer to classify our patient’s 
condition as a variant of BCBDC, pri- 
marily because the clinical course was 
identical to that in cases previously 
described.' However, the linear depo- 
sition of IgA and complement at the 
epidermal basal lamina has not, to our 
knowledge, been reported in this 
entity. It is not known at this time 
whether or not the presence of linear 
IgA deposition in this clinical setting 
has any diagnostic or prognostic 
importance. A diagnosis of childhood 
pemphigoid was considered in this 
patient, but the absence of IgG on 
direct immunofluorescence, the ab- 
sence of circulating basement mem- 
brane-zone antibodies, and the benign 


clinical course (improvement without 
therapy) argue against this diagnosis. 
However, Faber and Van Joost re- 
ported a case of childhood bullous 
pemphigoid in which IgA was the 
predominant immunoglobulin found, 
although IgG was also present in their 
patient." The diagnosis of dermatitis 
herpetiformis was also considered. 
Factors that excluded this diagnosis 
were the absence of grouped papulo- 
vesieular lesions on the knees, elbows, 
and buttocks, the lack of response to 
sulfapyridine, the absence of a chronic 
clinical course, and the absence of a 
granular immunofluorescence pat- 
tern. In fact, that diagnosis was 
considered primarily from the results 
of the immunofluorescence studies; it 
was believed that the presence of IgA 
alone was not sufficient to make the 
diagnosis of dermatitis herpetiformis. 
In short, this patient appears to have a 
variant of benign chronic bullous 
dermatosis of childhood in which IgA 
and C3 were found in a linear pattern 
on the basement membrane. The im- 
portance of this finding is not yet 
known. 
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Cutaneous Cartilaginous Tumor 


H. Spencer Holmes, MD, Dan A. Bovenmeyer, MD 


€ A histologic diagnosis of cartilagi- 
nous tumor was made from solitary nodu- 
lar skin lesions of two patients. Lack of in- 
formation about cartilage tumors in the 
dermatologic literature suggests that they 
rarely develop as superficial lesions. De- 
spite a high incidence of nuclear changes 
suggesting malignant neoplasm, the ma- 
jority behave in a benign fashion and can 
be treated conservatively. 

(Arch Dermatol 112:839-840, 1976) 


C artilaginous tumors of the soft tis- 

sues are defined as those arising 
apart from normal bony or cartilag- 
inous structures. Some believe that 
they develop either through a process 
of metaplasia or through develop- 
mental faults. Others believe that 
they arise from nearby synovial tis- 
sue. While considerable data have ac- 
cumulated on cartilage tumors at- 
tached to or arising from normal bone 
or cartilage, much less information 
has accumulated on the soft tissue va- 
riety. In 1883, Baumüller' reported an 
ossifying chondroma of the skin of 
the dorsum of the foot. In 1887, Sir 
James Paget’ reported that cartilage 
tumors arising in the soft tissues 
were usually benign. In our review of 
the American dermatologic litera- 
ture, we found no mention of this en- 
tity, and we report two cases of carti- 
lage tumors that manifested as skin 
lesions. 


REPORT OF CASES 


CasE 1.—A 23-year-old man had had a 
painless nodular tumor (0.8 cm) on the lat- 
eral part of the left great toe for seven 
years. According to the patient, chronic 
friction accounted for a callous-like sur- 
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face, and recent trauma for desquamation 
around the periphery. Examination re- 
vealed a pink, firm nontender mass on the 
great toe (Fig 1). Clinical differential diag- 
nosis included verruca vulgaris, glomus tu- 
mor, eccrine poroma, and pyogenic granu- 
loma. For purposes of biopsy, the bulk of 
the lesion was shaved flush with the skin 
surface. The cut surfaces appeared white 
and were fibrous. Microscopically (Fig 2), 
the epidermis showed spongiosis and focal 
necrosis. A lobulated mass of immature 
cartilage had almost replaced the reticular 
dermis. The cartilage cells were large, con- 
tained eosinophilic cytoplasm, and the cell 
margins were irregular and blended into 
the matrix. The nuclei varied in shape but 
did not show features of malignant neo- 
plasm. These findings were thought to be 
consistent with a diagnosis of benign car- 
tilaginous tumor of the immature or chon- 
droid type. 

A roentgenogram of the toe taken after 
the biopsy was interpreted as normal. The 
patient was referred to the Orthopedic 
Service of the University of Iowa Hospi- 
tals, but did not appear for scheduled sur- 
gery and was subsequently unavailable for 
follow-up. 

Case 2.—A 73-year-old woman had noted 
a painless mass (0.6 cm) on the dorsum of 
her left hand for one month. Palpation 
showed the lesion to be firm and mobile. No 
changes were observed in the overlying 
skin. The differential diagnosis included 
epidermal cyst, osteoma cutis, and calci- 
nosis cutis. A roentgenogram was not ob- 
tained. While the patient was under local 
anesthesia, a gray tumor mass was easily 
dissected from the surrounding tissues. 
Microscopically (Fig 3), a lobulated mass of 
hyaline cartilage that was surrounded by 
loosely textured connective tissue attempt- 
ing to form osteoid was observed in the 
dermis. No features of malignant neo- 
plasm were noted, and the lesion was be- 
lieved to represent a benign cartilaginous 
tumor. There has been no recurrence of the 
tumor in the three years since removal. 


COMMENT 


A chondroma is a benign growth of 
cartilage tissue most commonly found 
within or on the surface of a small 
tubular bone. Osseous chondromas are 
usually asymptomatic, and often go 
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Fig 1.—Immature cartilaginous tumor of 
great toe (case 1). 


undetected until an injury or patho- 
logic fracture occurs. Round radio- 
lucent defects in the bone are fre- 
quently noted on the roentgenogram. 
Despite the fact that histologic exam- 
ination often reveals double nuclei 
that are suggestive of malignant neo- 
plasm, the smaller lesions are consid- 
ered benign, and treatment is usually 
conservative. Larger lesions show a 
greater potential for recurrence, and 
wider excision is recommended. Some 
consider cartilage to be the most eas- 
ily transplanted tissue in the body.’ 
In contrast, cartilage tumors aris- 
ing or found in the soft tissues are 
rare, and relatively little information 
about this entity has accumulated. Be- 
nign tumors have been reported to oc- 
cur in the oral mucosa, nasopharynx, 
tongue, synovial sheaths, and volun- 
tary skeletal muscles.‘ Dahlin and 
Salvador? reported nearly all of their 
series of cartilaginous tumors of the 
hands or feet to be of synovial origin. 
They did not state whether this was 
an observation at the time of surgery 
or whether synovial tissue was found 
on microscopic examinations. In a re- 
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Fig 2.—Biopsy specimen (case 1) showing immature cartilage re- 
placing dermis (hematoxylin-eosin, original magnification x 32). 


port of ten cases, also on the hands 
and feet, Lichtenstein and Goldman* 
were unable to pinpoint a precise 
source of origin from available data. 
Conceding that some could have been 
synovial, they felt that proximity or 
even attachment did not necessarily 
imply origin. In neither of our cases 
was synovial tissue identified histo- 
logically. However, in case 1, failure 
of the patient to return for surgery 
prevented our finding the extent or 
associations of the tumor. It certainly 
is plausible that some of these tumors 
arise from nearby structures, while 
others arise in situ through develop- 
mental faults or metaplasia. 

Clinieal data about the hyaline va- 
riety of these tumors are included in 
the series of Dahlin and Salvador.’ 
They found the peak incidence to be 
in the sixth decade. Symptoms were 
few, slow progressive swelling being 
the most common. In the 48 cases in 
which roentgenograms were obtained, 
calcification or ossification was re- 
ported in 58%, and a soft tissue mass 
reported in 29%. 

While neither of our patients had 
histologic features of malignant neo- 
plasm, the most important and inter- 
esting aspect of this group of tumors 
is the fact that nearly all reported 
cases have demonstrated benign clin- 
ical behavior in the face of cytologic 
changes suggestive of malignant neo- 
plasm. In the first comprehensive ar- 
ticle about these tumors, Stout and 
Verner* noted histologic features 
similar to chondrosarcoma of bone, 
and on this basis felt justified in diag- 
nosing their cases as chondrosarcoma 
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Fig 3.—Biopsy specimen (case 2) showing hyaline cartilage rep- 
resenting tumor from dorsum of hand (hematoxylin-eosin, origi- 


nal magnification x 32). 


of the soft tissues. Of their five pa- 
tients available for follow-up, three 
had local recurrence; of these, one 
eventually metastasized. Despite non- 
malignant behavior in four of five 
cases, they defended their diagnosis 
by pointing out that in their experi- 
ence with partially differentiated 
chondrosarcomas of bone, less than 
half metastasized and some recur- 
rences appeared after more than five 
years. Their use of the term chondro- 
sarcoma was challenged by Lichten- 
stein and Goldman? in their report of 
ten cartilage tumors of the hands and 
feet. Cytologic evidence of malignant 
neoplasm was present in all ten cases. 
Of eight patients available for follow- 
up, only one eventually required radi- 
cal excision; none metastasized. On 
the basis of their experience with 
these and other cartilaginous tumors, 
they concluded that histologic ap- 
praisal could not accurately predict 
the biologic behavior of any cartilage 
tumor. In their report of 70 clinically 
benign tumors of the hands and feet, 
Dahlin and Salvador? found nuclei 
suggestive of malignant neoplasm in 
most cases. As did Lichtenstein and 
Goldman, they avoided the terms 
“chondroma” and "chondrosarcoma," 
and instead called the lesions “car- 
tilaginous tumors of the soft tissues.” 

The degree of differentiation of 
these tumors may have some prognos- 
tic value with respect to recurrence 


potential. Purposely excluding tu- 


mors with only a chondroid aura, all 
70 tumors reported by Dahlin and 
Salvador® had at least some hyaline 
cartilage appearance. Of these, 12 


(17%) of 70 recurred. In the smaller 
series of Lichtenstein and Goldman, 
none of their four hyaline tumors re- 
curred, while three of six undifferen- 
tiated tumors did recur. In the five 
cases of Stout and Verner, the two 
that did not recur contained hyaline 
cartilage, while the three that did re- 
cur were undifferentiated. 

Cartilaginous tumors of the soft 
tissues usually behave in a benign 
fashion, despite frequent cytologic 
features of malignant neoplasm. For 
this reason, the lesions are best 
termed "cartilaginous tumors" rather 
than "chondrosarcoma" or "chondro- 
ma." Because of their rarity, it is un- 
likely that such a tumor can be diag- 
nosed clinically. If biopsy reveals a 
tumor that contains hyaline cartilage, 
conservative excision is justified. If, 
on the other hand, the tumor is un- 
differentiated, wider excision is prob- 
ably necessary to prevent recurrence. 
Careful clinical follow-up is impor- 
tant in all cases. 
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4-year-old woman had multiple 





PS  lesio were limited to the right lower 


Pet _ thin intertwining strands of tumor cells 
extended down into the dermis in a 
E pattern similar to that of premalignant 


-o fibroepithelioma. Also, bud-like prolifera- 
tions of tumor cells were attached to the 
| _ epidermis, analogous to those of superfi- - 
... ial basal cell epithelioma. A dilated 
- .. cystic duct resembling that found in syr- - 
ingoma was present in the upper part of 


the dermis. To my knowledge, such a 
linear distribution of multiple eccrine 
poromas has not been reported in the 
dermatologic literature. 

(Arch Dermatol 112:841-844, 1976) 


| jouet poroma was described orig-. 


inally in 1956 by Pinkus and 
associates! as a benign cutaneous 
tumor of the epidermal portion of the 
-eccrine sweat duct. Although, in 1969, 
—'* Hyman and Brownstein’ collected 56 
- «reported cases and 45 new ones, all of 
the patients had solitary lesions. 
Goldner, however, recently reported 








an exceptional case of a 64-year-old 


woman with more than 100 lesions of 
eccrine poromas that had developed on 
her palms and soles. The purpose of 
this paper is to describe a patient with 
multiple ecerine poromas arranged in 
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sions of 20 years’ duration. The 


Ws ty and were arranged in a linear- 
E | fashion. They had the histologic ap-. 
pearance of eccrine poroma; however, | 


a linear fashion that, to the best of my - 
knowledge, has not been reported 


previously. 


REPORT OF A CASE 


A 44-year-old woman was first seen at 
the Kyoto University Hospital in July 1973 
because of linear lesions on the right lower 
extremity that had been present for 
twenty years. She first noticed a slowly 


enlarging asymptomatic papular eruption 


over the right Achilles tendon at age 24. 


The papules extended proximally along the 


posteromedial aspect of her lower extremi- 
ty to the right buttock and distally along 
the lateral aspect of the right foot, finally 
forming a linear distribution that involved 
the entire right lower extremity (Fig 1). 
Most of the lesions were located within the 
S-2 dermatome, although this was not 
evident on the lateral surface of the foot. 

On close examination, this narrow band 
consisted of closely set, brownish red 
papules that were 5 to 8 mm in diameter, 
some with an ulcerated center and others 
with small bloody crusts in the center (Fig 
2). There were no subjective symptoms. No 
preceding history of trauma to the area 
was obtained, and there was no family 
history of a similar eruption. The clinical 
diagnosis was linear lichen planus or linear 
epidermal nevus. Several biopsy specimens 
were obtained from the lesions. 


MICROSCOPICAL FINDINGS 


The biopsy specimen from a large 
ulcerated papule showed that the 
tumor was composed of solid masses 
of epithelial tumor cells at the margin 
(Fig 3). In the central part, thin, irreg- 
ularly intertwining, reticulated 
strands of tumor cells extended into 





the dermis and (€ i 
pattern similar to that of. premalig- 


nant fibroepithelioma (Fig. 4). At the- b 
site where the tumor masses “cone 


nected with the epidermis, their 


boundaries remained rather distinet. 


The central upper part of the epider- 
mis was replaced by an eosinophilic 
material that contained numerous 
degenerated nuclei from inflamma- 
tory cells and parakeratotic cells. The- 
individual tumor cells were small, 
round, and uniform in size, with baso- 
philie nuelei that had finely dispersed 
chromatin and distinct nucleoli (Fig 3 
and 5) The well-developed intercel- 
lular bridges were recognized between 
these cells even in the deeper portion 
of the tumor masses (Fig 5) The 
tumor cells contained large quantities 
of finely granular glycogen (Fig 6). 
Traversing the tumor masses were 
cleft- and duct-like lumina of varying 
sizes that were suggestive of eccrine 
sweat ducts. Some were lined with a 


PAS-positive diastase-r esistan t euti- a 
cle (Fig 4). The cells surrounding the `- 


duct-like structures merged with 
those of the solid masses of the — 
tumor. 

The biopsy specimen from a smaller. 
papule without a central ulcer showed 
numerous bud-like proliferations of 
the tumor cells that were attached to 
the under surface of the epidermis 
without intertwining anastomosing 


strands; an irregular growth was also _ = 
seen that suggested that the origin of oi 


the tumor was from an acrosyringium _ 
(Fig 7). The upper part of the dermis 
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Fig 1.—Linear lesion of eccrine poroma of right lower extremity. 


Fig 2.—Close-up of linear eccrine poroma on lateral surface of 
right foot. 
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Fig 3.—Histologic feature of large papule showing solid masses 
and thin strands of tumor cells of small and uniform appearance 
(hematoxylin-eosin, original magnification x 100). 


Fig 4.—Lace-like anastomosing growth of tumor cells in pattern 
similar to that of premalignant fibroepithelioma. Small duct-like 
spaces (arrow) lined with cuticle seen among tumor cells. Edema- 
tous stroma with dilated blood vessels and moderate inflamma- 
tory infiltrate of lymphocytes and plasma cells (Weigert-van 
Gieson, original magnification x 150). 
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below the tumor contained a cystic 
duct with a comma-like tail that 
resembled that which is found in 
syringoma (Fig 8). 

Melanin granules were not found in 
the tumor cells. There was no pali- 
sading of cells at the periphery of the 
tumor lobules. Stroma showed vascu- 
lar hyperplasia and moderate cell 
infiltrate of lymphocytes, plasma 
cells, and eosinophilic leukocytes (Fig 
4 and 6). 

Further investigations such as his- 
tochemical and ultrastructural studies 
could not be performed because the 
patient was unavailable for follow- 


up. 
COMMENT 


Eccrine poroma, which is a benign 
tumor occurring principally on the 
soles, is characterized by a growth of 
the epithelium of the eccrine sweat 
duct, particularly its intraepidermal 
portion.' In an analysis of the clinical 
and pathologic features of 45 new 
eases and 56 previously reported cases 
of eccrine poroma, Hyman and 
Brownstein found that all of the 
tumors were solitary." However, Do- 
monkos described a patient who devel- 
oped a second lesion a year after the 
excision of one located elsewhere on 
the same foot.' Recently, Shah et al’ 
reported one patient who had two 
lesions on the plantar aspect and heel. 








Subsequently, Goldner described a 65- 
year-old woman who had more than 
100 lesions on her palms and soles.* In 
the present case, multiple, firm, papu- 
lar lesions were limited to the right 
lower extremity in a linear fashion. To 
my knowledge, such a distribution has 
never been reported in relation to 
eccrine poroma.''* 

Clinically, this case resembled lin- 
ear lichen planus, lichen striatus, 
linear epidermal nevus, and linear 
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Fig 5.—High magnification showing inter- 
cellular bridges between tumor cells 
(hematoxylin-eosin, original magnification 
x 1,000). 


Fig 6.—Tumor cells distinctly PAS-positive 
compared to overlying epidermis (PAS, 
original magnification x 100). 


basal cell nevus; howeyer, histologi- 
cally, except for lihear basal cell 
nevus, ^" this case was apparently 
different. While basal cell epithelioma 
is histologically similar to eccrine 
poroma, its most characteristic histo- 
logical features, distinct from the 
latter, are that tumor:cells (1) stain 
darker, (2) possess no intercellular 
bridges visible under the light micros- 
copy, (3) contain little or no glycogen 
in their cytoplasm, and (4) are 


€ 






Fig 7.—Bud-like proliferations of tumor cells attached to overlying 

epidermis. Irregular growth on right side imitating shape of 

acrosyringium (hematoxylin-eosin, original magnification x 60). Ar. - 
V Fig 8.—Cystic duct with comma-like tail resembling that seen in | rai 

syringoma just under bud-like proliferations of tumor cells (hema- SR icu 

toxylin-eosin, original magnification Xx 100). ms FS: 
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arranged in a palisading fashion at 







. the periphery of the tumor islands, — 


and that (5) melanin granules are 
occasionally found. 

— The histological findings in this 
ease were characteristic of eccrine 
"poroma, except that the proliferating 
pattern of these tumor masses was 


-. similar to that of basal cell epithe- 


lioma, ie, the bud-like growth in the 
specimen of the smaller lesions resem- 
bled that of superfieial basal cell 
epithelioma, while the intertwining 
anastomosing strands of the tumor 
cells in the specimen of the larger 
papules were reminiscent of premalig- 
nant fibroepithelioma.^ Thus, it is 
difficult to distinguish this case from 
linear basal cell nevus showing the 
histologic appearance of premalig- 
nant  fibroepithelioma. Some au- 

thors reported that premalignant 
. fibroepithelioma occasionally demon- 
strated a few features of eccrine 


|. . sweat duct differentiation, such as the 


© small, Sweat-duct-like cystic spaces in 
the strands and the syringoma-like 
eystic ducts in the dermis. In 1963, 
Mascaro’ described two tumors with 
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cytologieal features that were sugges- 
tive of a differentiation toward the 
eccrine sweat duct. The structures 
were similar to that of premalignant 
fibroepithelioma and were referred to 
as “le Syringofibradénome eccrine.” 
Furthermore, Freeman and Winkel- 
mann” reported two skin tumors that 
represented basal cell epithelioma 
suggestive of ecerine differentiation 
(eccrine epithelioma). 

However, it is likely that the tumors 
in the case presented here are differ- 
entiating toward the eccrine sweat 
duct structure for the following rea- 
sons: (1) The tumor masses and 
strands were composed of small round 
cells that were uniform in size and had 
substantial amounts of glycogen simi- 
lar to those of eccrine poroma. (2) 
They did not show the palisading 
arrangement at the periphery of the 
tumor masses as is seen in basal cell 
epithelioma. (3) The cleft- and duct- 
like lumina lined by a cuticle traversed 
through the tumor islands. (4) There 
was a cystie duet with a comma-like 
tail similar to that found in syring- 
oma. (5) A close association was 
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observed | between the tumor and 


| normal eccrine sweat duct with direct 


continuity. (6) The presence of small 
irregular growth of the tumor cells 
that resembled an acrosyringium sug- 
gested that the tumor had originated 
from the intraepidermal sweat duct 
unit. If this case is evaluated on the 
basis of the classification proposed by 
Mishima and Morioka,” it seems to 
belong to eccrine poroepithelioma. 
Ecerine poroma usually consists of 
either solid masses or broad anasto- 
mosing bands of tumor cells that 
extend into the dermis and show 
papillomatous or pseudepithelioma- 
tous hyperplasia! However, to my 
knowledge, such thin, intertwining, 
anastomosing tracts and  bud.like 
growths of the tumor cells have never 
been reported. It is probable that the 
bud-like proliferations in the speci- 
men from the smaller papules suggest 
early lesions, as has been observed in 
basal cell epitheliomas.? It is inter- 
esting to note that there is a histologic 
difference between solitary and mul- 
tiple near eccrine poroma, particu- 
larly in the manner of proliferation. 
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IgA Deficiency and 


Systemic Lupus Erythematosus 


Occurrence in an Oriental Woman With Idiopathic Epilepsy 


Masahiro Takigawa, MD; Tadashi Kanoh, MD; Sadao Imamura, MD; Chie Takahashi, MD 


* A 25-year-old Oriental woman devel- 
oped systemic lupus erythematosus dur- 
ing a course of treatment with carbamaze- 
pine for long-standing idiopathic epilepsy. 
Serum IgA was virtually absent, while 
secretory IgA was quantitated in a small 
amount in the saliva and gastric juice. 
Results of immunofluorescent studies on 
the rectal mucosa and bone marrow did 
not show any IgA-producing plasma cells. 
Antibodies against IgA, IgM, milk protein, 
and bovine serum were detect^d in the 
serum. The ability to develop bc.h circu- 
lating antibodies and delayed hypersensi- 
tivity against test antigens was sup- 
pressed. Enumerations of T lymphocytes 
and IgG and IgM B lymphocytes were 
within normal limits, whereas IgA B 
lymphocytes were decreased in number. 
Results of chromosomal analyses dis- 
closed various abnormalities. 

(Arch Dermatol 112:845-849, 1976) 
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T IgA deficiency is the com- 
monly detected immunologic defi- 
cit; the incidence among hospitalized 
Japanese patients is estimated to be 
1:2,000 to 1:3,000,' while the incidence 
is 1:700 among the normal population 
in Sweden? and 1:3,024 in a random 
population survey in North America.’ 
Isolated IgA deficiency has been 
observed in clinically normal individ- 
uals.*^ However, since IgA is uniquely 
situated to provide initial local immu- 
nologic response against bacterial and 
viral invaders, individuals with this 
deficiency are. usually susceptible to 
recurrent sinopulmonary and urinary 
tract infections. Moreover, IgA defi- 
ciency has been reported to coexist 
with a variety of disorders.’ 

We report a patient who developed 
systemic lupus erythematosus (SLE) 
during a course of carbamazepine 
therapy for long-standing idiopathic 
epilepsy, and who was found to be IgA 
deficient. In view of the well-estab- 
lished association of isolated IgA defi- 
ciency with epilepsy or SLE,- a 
combination of these three in a 
patient seems rare; a search in litera- 
ture disclosed only one other case.’ 


REPORT OF A CASE 


A 25-year-old woman of Korean and 
Japanese descent was first admitted to the 


Department of Dermatology, Kyoto Uni- 
versity Hospital, on June 6, 1972, because 
of a maculopapular rash, fever, and general 
malaise. She had a 17-year history of idio- 
pathic epilepsy for which she had been 
treated at the Department of Psychiatry 
since February 1970. The seizures were 
controlled with 600 mg of carbamazepine 
daily for the first year of treatment and 
with 200 mg daily for the subsequent years. 
Since 1971, she had had frequent episodes 
of upper-respiratory and urinary tract 
infections. Several small erythematous 
papules appeared on her face shortly after 
an artificial abortion at 12 weeks’ gesta- 
tion in November 1971. There was no 
history of blood transfusions. 

On admission, diffuse erythema was 
evident over the malar areas and ears. 
Smal! erythematous papules with scales 
were present on the face and extensor 
aspects of the limbs (Fig 1). Periungual 
erythema was noted on several fingers and 
all of the toes (Fig 2). Sore erosions were 
present on the palate. Several lymph nodes, 
which were approximately 1 cm in diame- 
ter, were palpable in the submandibular 
and inguinal regions. 

Results of laboratory studies disclosed 
the ‘following values: white blood cell 
(WBC) count was 2,400/cu mm, with 65% 
neutrophils, 29% lymphocytes, and 6% 
monocytes, and the serologic test for rheu- 
matoid factor was 2+. Results of urinaly- 
ses showed many leukocytes and epithelial 
cells, but no erythrocytes, in the sediments. 
Results of the following studies were 
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Fig 1.—Small erythematous papules with 
scales on left cheek. 





Fig 3.—Biopsy specimen from cheek, 
showing follicular plug, epidermal atrophy, 
liquefaction degeneration, and mild peri- 


vascular infiltrate — (hematoxylin-eosin, 
original magnification Xx 150). 


normal: hematocrit reading, hemoglobin 
value, platelet count, erythrocyte sedimen- 
tation rate, Wassermann test, fasting 
blood glucose value, blood urea nitrogen, 
serumglutamic oxaloacetic transaminase, 
serum glutamic pyruvic transaminase, 
direct Coombs test, and electrocardiogram. 
Lupus erythematosus (LE) cell prepara- 
tions and an antinuclear antibody (ANA) 
test were negative at that time. The total 
serum protein value was 5.8 gm/100 ml. 
Cellulose acetate membrane electrophor- 
esis showed 65.4% albumin, 4.6% a,-glob- 
ulin, 7.7% a.-globulin, 8.5% 8-globulin, and 
13.8% y-globulin. Serum immunoelectro- 
phoresis results showed complete absence 
of IgA. Bone marrow aspirate from the 
sternum disclosed 105,000 nucleated cells / 
cu mm, and differential cell count showed 
myeloid hypoplasia with 1.2% plasma 
cells. 

X-ray film of the chest was substantially 
normal, with the exception of slight promi- 
nence of bronchovascular markings. Later- 
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Fig 4.—Serum immunoelectrophoresis, showing complete lack of IgA in patient. P 
indicates patient’s serum; N, normal serum; AWS, antihuman whole serum; AA, 
antihuman IgA. 


al x-ray film of the nasopharynx demon- 
strated atrophy of adenoidal tissues bulg- 
ing into the air spaces of the nasopharynx. 
X-ray film of the gastrointestinal tract 
showed rather flat rugal folds of the 
gastric mucosa. Results of the ophthalmo- 
logic examination were normal. 

Biopsy specimens from the erythema- 
tous papules on the face and limbs showed 
almost the same histopathologic findings: 
hyperkeratosis with keratotic plugging, 
atrophy of the epidermis, liquefaction 
degeneration of the basal cell layer, and a 
mild perivascular inflammatory infiltrate 
composed of lymphocytes and histiocytes 
(Fig 3). 

A diagnosis of SLE and IgA deficiency 
was made tentatively, and the administra- 
tion of 24 mg of methylprednisolone daily 
was started. The eruption subsided grad- 
ually during the next two weeks, leaving a 
few erythematous papules on the face and 
forearms. She developed acute pyeloneph- 
ritis during hospitalization that was 


treated successfully with cephalothin sodi- 
um. She was discharged at the end of July 
1972, on a regimen of 2 to 4 mg of methyl- 
prednisolone daily, to be followed up as an 
outpatient. Nail deformities with periun- 
gual erythema on several fingers and an 
alopecic spot on the scalp appeared in the 
fall of 1972. Leukopenia (less than 4,000 
WBCs/cu mm) was frequently detected, 
whereas red blood cell (RBC) count and 
platelet production were always normal. 
An ANA test was positive at a titer of 1:40 
in December 1972. Lupus erythematosus 
cell preparations were positive in January 
1973. Several anticonvulsants, including 
phenytoin, ethylphenacemide, and sul- 
thiame, were prescribed as a substitute for 
carbamazepine, but all proved to be inef- 
fective. 


SPECIAL STUDIES 
Serum Immunoglobulin 
Determination 


Results of immunoelectrophoresis 
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serum. 


Fig 5.—Agglutinating antibodies against IgA; 1 shows normal serum; 2 shows patient's 


Fig 6.—Double diffusion of saliva and gastric juice, showing precipitation line corre- 
sponding to IgA in gastric juice but not in saliva of patient. 1, antihuman colostral IgA; 2, 
patient's saliva; 3, normal serum; 4, patient's gastric juice; 5 and 6, normal saliva; 7, 
secretory component obtained from human colostra. 





Fig 7.—Direct immunofluorescent staining of lesion, showing granular deposition of IgG 
at dermoepidermal junction (arrow) (original magnification x 200) 


of the patient's serum in agar gel 
showed a complete lack of IgA and 
polyelonal increase in IgM (Fig 4). 
Quantitative determinations of IgG, 
IgM, IgA, IgD, IgE, and C3 are 
summarized in Table 1. The lower 
limit of detection of IgA with this 
method is 0.1 mg/100 ml. Serum IgA 
was virtually absent, while serum IgM 
and IgD levels were increased. Agglu- 
tinating antibodies against IgA, IgM, 
milk protein, and bovine serum were 
detected with the use of latex 
particles coated with corresponding 
monoclonal proteins, skim milk, and 
bovine serum, respectively (Fig 5). 


Secretory Immunoglobulin 
Determination 


The patient's saliva and gastric 
juice were collected, concentrated by 
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ammonium sulfate precipitation, and 
reconstituted to one thirtieth of the 
original volume. Both specimens were 
tested for the presence of IgG, IgM, 
and IgA, and secretory component by 
double diffusion in agar gel (Fig 6). 
Results of quantitation of immunoglo- 
bulins are summarized in Table 1. 
Although no precipitation line corre- 
sponding to IgA was recognized in the 
saliva, a trace amount of IgA was 
quantitated. On the other hand, one 
third of the normal amount of secre- 
tory IgA was present in the gastric 
juiee. The presence of 7S IgM (low 
molecular weight IgM) was detected 
in the gastric juice by double diffusion 
in polyaerylamide gel; this was not 
present in the serum. These results 
indicate that the function of secretory 
IgA system was not completely abol- 
ished. 


49 


GN 
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Humoral and Cellular Immunity 


The patient was immunized with 0.5 
ml of typhoid and paratyphoid vaccine 
subcutaneously. Determinations of 
antibody titers were performed on 
sera obtained before and two weeks 
after immunization with the use of 
the Widal test. Skin tests to study 
delayed hypersensitivity were per- 
formed with Candida albicans, puri- 
fied protein derivative (PPD), tricho- 
phytin, and  dinitrochlorobenzene 
(DNCB). Results are summarized in 
Table 2. 


T- and B-Lymphocyte Identification 


Lymphocytes were prepared from 
the peripheral blood by a Ficoll- 
Conray gradient. The T lymphocytes 
were identified by rosette formation 
with sheep RBCs, according to the 
technique by Wybran and Fuden- 
berg." A rosette-forming cell was 
defined as a lymphocyte surrounded 
by at least four sheep RBCs. The B 
lymphocytes were identified by direct 
immunofluorescence of surface immu- 
noglobulin markers, according to the 
method of Papamichail et al." Fluo- 
rescein-labeled monospecific antisera 
against human y-, p-, and a-chains 
were used. Only microgranular, ring- 
like fluorescence was considered posi- 
tive. Results are summarized in Table 
3. 


Immunofluorescent Studies 


Both involved and uninvolved skin 
plus rectal mucosa were frozen and 


IgA Deficiency and SLE—Takigawa et al 847 








sectioned at 5u thickness in a cryo- 
. Stat. Smear specimens were prepared 
_. from the bone marrew aspirate of the 


sternum. Fluorescein-labeled mono- 


specific antisera against, human IgG, 
IgM, IgA, and £,C/B,A were used. The 
specimens from both involved and 
uninvolved skin showed strong gran- 
ular deposits of IgG, IgM, and 8,C/ 
B.A, but no IgA, at the dermoepi- 
dermal junction (Fig 7). Studies on the 
rectal mucosa and bone marrow 
disclosed no IgA-forming plasma 
cells. 


Chromosomal Analyses 


These analyses were performed on 
lymphocytes obtained from the pe- 
ripheral blood according to the method 
of Moorhead et al" Thirty-three 
mitoses were analyzed carefully. Ab- 
normalities of chromosomes detected 


were as follows: chromosomal breaks | 


and gaps, five cells; acentric double 
chromosomes, three; dicentric chro- 
mosomes, one; and bizarre chromo- 
somes, two. Partial deletion and ring 
formation of chromosome 18 were not 
recognized. 


Family Studies 


Results of ANA tests were negative 
and of serum immunoelectrophoreses 
were normal in members of the 
patient’s family, including father, 
mother, two elder brothers, and a 
sister. 


COMMENT 


A low serum C3 level, positive LE 
cell preparations, a positive ANA, 
leukopenia, and mucocutaneous in- 
volvements would conform to a diag- 
nosis of SLE. Discovery of the absence 
of serum IgA during routine labora- 
tory examinations was surprising, 
since the serum IgA level, as well as 
the serum IgG and IgM levels, in LE 
usually slightly elevated, except in the 
presence of protein-losing nephropa- 
thy,” 

Detailed analyses of serum and 
exocrine secretions showed that se- 
rum IgA was virtually absent, while a 
trace of secretory IgA was detected. 
This is quite unique, since the majori- 
ty of patients with isolated IgA defi- 
ciency usually have a deficiency of 
both serum and seeretory IgA, which 
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Serum. 
















IgD, mg/100 mi 
IgE, ng/ml 
C3, mg/100 ml 


32 (17 = 10) 
60 (100-700) 
39 (100 + 30) 


Table 1.—Immunoglobulin and Complement Levels in Serum and Secretions 


~ IgG, mg/100 mi 916 (1,278 = 198)" 
IgM, mg/100 m! 280 (127 = 42) 
IgA, mg/100 mi 0 (204 + 52) 















E z Saliva Á Gastric Juice 


0.05 (0.01) 0 
ND- (0.4-0.07) 0.75 
0.1 (3.5-1.5) 1.38 
ND. | 


ND 


* Numbers in parentheses represent normal values.}.4 


f ND indicates not done. 





* PPD indicates purified protein derivative; DNCB, dinitrochlorobenzene. 


T Lymphocyte, % 





Normal” 468.18 

Patient B 
12/10/73 52 
2/7/74 | - 86 
8/8/74 | 


* Means and standard deviations of normal data were obtained from 12 rosette evalua- 


Table 2.—Humoral and Cellular Immunity 


Titer (Reciprocal) | 
Preimmuni- Two Weeks Erythema/ induration, 
zation Postimmunization mm x mm 
Antibody production NEM 
Typhoid O, H 20 40 
Typhoid Vi 0 0 
Paratyphoid A 0 20 
Paratyphoid B 0 0 
Delayed skin tests* 
Candida albicans 7 x 5/0 
PPD 0/0 
Trichophytin 0/0 
| DNCB Weak erythema limited 


Table 3.—T and B Lymphocytes 


IgG IgM IgA 

| 16.4 3: 5.5 5.335 1.7 3.23: 1.0 
14 72 zi 
1 6 1 



















to patch test site 






B Lymphocyte, % 


tions for T lymphocytes and seven membrane immunofiuorescence studies for B lymphocytes. 


is associated with the presence of free 
secretory component.* It was, there- 
fore, suggested that IgA-forming 
plasma cells in the gastrointestinal 
lamina propria may not be completely 
abolished, although immunofluores- 
cent studies on the rectal mucosa of 
the patient have not disclosed any 
IgA-containing cells. 

A compensatory mechanism would 
appear to be operative and result in an 
increased amount of lgM in our 
patient, as well as in those of other 
reported cases.*'* It remains unknown 
whether 75 IgM that is present in the 
gastric juice plays any role to com- 
pensate for a decreased secretory Ig A. 
Studies of Stobo and Tomasi” showed 


that 75 IgM seems to occur with 
particular frequency in sera of pa- 
tients with disseminated LE who have 
low serum IgA levels (less than 0.5 
mg/ml); however, 78 IgM was not 
found in the saliva of their patients. 

According to recent studies, ^+ pa- 
tients with isolated IgA deficiency, 
none of whom had associated SLE, 
showed a normal or a higher percent- 
age of IgA B lymphocytes in the pe- 
ripheral blood. None of the cases 
reported by Lawton et al" had anti- 
IgA antibodies. It was therefore 
concluded that. the failure of IgA B- 
lymphocytes to mature into IgA- 
forming plasma cells seems to occur in 
this condition. In contrast to these 
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observations, levels of IgA B-lympho- 
cytes were decreased on two occasions 

in our patient. It may be possible that 
their decrease was related to the 

o> presence of anti-IgA antibodies in the 
- patient's serum, since reported animal 
experiments indicate B lymphocytes 
. as the site of action for antiglobulin.*' 
. T-lymphocytes were enumerated by 
- active rosette test of Wybran et al." 












. forming cells cannot be detected with 
this technique, the results obtained 
appear to represent the population of 

<- T lymphocytes involved in the active 
aspeets of cellular immunity. In our 
patient, however, humoral antibody 









“pa atyphoid A antigens was undetect- 
ble two weeks following immuniza- 
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_ Although the total number of rosette- 


3 production against typhoid Vi and — 


oe ‘Cassidy JT, Burt A, Petty R: Selective IgA 


tion, and delayed skin tests against 
PPD and DNCB were considered to be 
negative, despite the fact that the 
numbers of IgG and IgM B-lympho- 
cytes, and T-lymphocytes were within 


=- normal ranges. 


Structural abnormalities of chro- 
mosomes, such as chromosomal breaks 
and gaps and dicentric chromosomes 
are usually induced by viral infections, 
radiation, and drugs." They are found 
also in several genetic diseases, such 
as ataxia telangiectasia, and Fanconi 
anemia.” However, partial deletion 
and ring formation of chromosome 18 
that have been demonstrated in 
isolated IgA deficiency?^*? were not 
present in our patient. 

The most interesting and pertinent 
question in this case is whether the 
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ingestion of carbamazepine was re- 
lated to the development of SLE an 
IgA deficiency. It has been. report 
that SLE, or a syndrome resembling: 
it, developed during the course of. 
treatment with carbamazepine,” ar 

IgA deficiency has occurred during 
the administration of anticon 
sants.** A definite relationship can 
be proved since the substitution 
other anticonvulsants for earbamaz 
pine was ineffectual in our patient. 
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Pathogenesis of Solar Urticaria 


gu. Sweat Droplet in Testing for Photosensitivity 


M Walter B. Shelley, MD, Charles L. Heaton, MD 


€ it was impossible to replicate solar 
urticaria lesions by irradiation in the labo- 
ratory, until the role of sweating was rec- 
ognized. We found that the sweat droplet, 
acting as a lens, serves as a photointensi- 
fier. As such, sweat would appear to play 
a meaningful role in the pathogenesis of 
cutaneous photosensitivity reactions, as 
well as be an adjuvant in phototesting. 

(Arch Dermatol 112:850-852, 1976) 


ii urticaria is one of those 
rare disorders in which the pa- 
tient and physician readily recognize 
the disease, as well as its proximate 
cause. The disease is hives, and the 
cause is but a few minutes of expo- 
sure to sunlight. Its experimental re- 
production by phototesting, however, 
has given the physician a clearer per- 
ception of its cause. It is not gross 
sunlight itself, but rather narrow 
wave bands. Thus, in each patient, 
there is a reproducible sensitivity to a 
specifie region of the solar spectrum. 


. In an occasional patient, it may be x- 
radiation, in a few it is visible light 


itself, and in others, infrared pro- 
duces a special example we call heat 
>- urticaria. Generally, however, the 
hive is elicited by ultraviolet light 
shorter than 370 nm. 
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The present study concerns a pa- 
tient with solar urticaria in whom it 
was not possible to reproduce the ur- 
ticaria with a battery of phototesting 
equipment. Our initial inability to re- 
produce the disease in the laboratory 
led to the discovery that the sweat 
droplet ean play an important role as 
a photointensifier in photosensitivity 
states as well as in the phototesting. 


REPORT OF A CASE 


Since the age of 13, a 29-year-old woman 
has regularly developed hives following 
sun exposure. The hives appear on areas of 
her face, arms, and back within 5 to 20 
minutes of exposure to sunlight on any 
warm summer day. The urtication would 
still appear when the sunlight was filtered 
through window glass, but it did not de- 
velop on cloudy days or in the winter 
months. Preceded by pruritus and er- 
ythema, the hives first appear as follicular 
papules and later become large wheals. 
They fade within 30 minutes, leaving no 
residual erythema or eczema. 

The patient knew that repeated daily ex- 
posures to sunlight produced a tolerance, 
permitting further exposure without the 
appearance of hives. This tolerance was 
lost, however, if her daily exposure to sun- 
light was interrupted for a period of five 
days. Treatment with antihistaminics had 
not been satisfactory. 

Norethindrone with mestranal (Ortho- 
Novum) was taken for several years with- 
out effect on her photosensitivity. She had 
not noted any menstrual cyclic changes in 
the degree of her response to sun. Dietary 


restrictions were likewise without effect. 

She had always been in good health and 
there was no family history of skin disease 
or sun intolerance. However, she had had a 
severe sunburn during the summer in 
which her photosensitive state began. 

Examination disclosed normal skin, ex- 
cept for the presence of widespread tinea 
versicolor of the chest. Twenty-minute ex- 
posure of the patient’s back to midday sun 
on a warm (75 F) summer day produced 
pruritus (at 15 minutes) and erythema, fol- 
lowed by follicular urticarial papules (at 20 
minutes) just in the exposed site. Within 
the subsequent 10 minutes, the entire area 
was a large red confluent hive. Thirty min- 
utes later, the skin had returned essen- 
tially to normal. 

À biopsy specimen of the unexposed skin 
of the arm showed a normal patterning, 
with numerous mast cells in the perifol- 
lieular area, as well as a possible increase 
in mast cells in the papillary dermis. 

General medical and laboratory studies 
gave normal results, including lupus er- 
ythematosus preparations, screening tests 
for porphyria, as well as erythrocyte proto- 
porphyrin counts.’ 

The oral administration of 12 mg of tri- 
amcinolone (Aristocort) one hour before 
sun exposure failed to prevent the urti- 
caria. Treatment and clearing of the tinea 
versieolor using selenium sulfide shampoo 
had no effect on the solar urticaria. The use 
of p-aminobenzoic acid ester sun-screen 
preparation (Eclipse) gave only partial 
help in preventing the urticaria. 

The testing techniques and their results 
are as follows: 

1, Short-wave ultraviolet 

(Blak-Ray lamp U VL-56), 200 to 280 nm, 
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Demonstration of lens effect on Wood light passing through 
sweat droplets. Left, Water droplets (approximately 1 mm in 
diameter) on plastic sheet. Center, Points of focus of Wood light 


gogo” 
o o o> 
%0, 
© 6 0 


as found in film exposed immediately beneath water droplets. 


with peak at 254 nm, and intensity 
(contact) at 620 microwatts (uW)/sq 
cm. There was no urticaria after ten- 
minute contact. 

2. Long-wave ultraviolet 

Tubular fluorescent lamps (West- 
inghouse F20T-12), 320 to 420 nm, with 
peak at 350 nm, and intensity (con- 
tact) at 12uW/sq cm (as determined 
by a long-wave ultraviolet meter 
Blak-Ray). There was no urticaria 
after 15 minutes at 6 inches, and there 
were a few urticaria papules after 30 
minutes of contact. 

Quartz iodine lamp, 320 to 400 nm, inten- 
sity (at focal 6-em distance) 50 to 60uW / 
sq em. There was no urticaria after 15 
minutes at 2 inches. 

3. Visible light 

Incandescent light bulb, 40 w. There was 
no urticaria after 15 minutes at 4 
inches. 

4. Heat 

Infrared lamp, 250 w. There was no urti- 
caria after two minutes at 6 inches. 

Metal probe, 43°. There was no urticaria 
after two-minute contact. 

5. Cold 

Ice cube. There was no urticaria after 
two minutes of contact. 

6. Mechanical trauma 

Firm stroking with tongue blade. No 
dermographism. 

7. Special 

(Blak-Ray lamp B100-A), 100 w, concen- 
trated high intensity, 340 to 380 nm, 
with peak at 365 nm. Substantial in- 
frared output. Intensity, 7,000nW/sq 
cm at 15 inches. There was follicular 
urtiearia after 35 minutes at 18 inches. 

Quartz iodine lamp (see 2) 

Exposure for 30 minutes at 2 inches; 
dry skin. No urticaria. 

Exposure for 30 minutes at 2 inches; 
sweating skin (thermal induction 
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of sweating by infrared lamps 
[General Electric], 250 w). Large 
wheal developed. One hour later, 
there was minimal urticaria. 

Exposure for 30 minutes at 2 inches; 
skin kept moist by water film. No 
urticaria. 

Exposure for 30 minutes at 2 inches; 
skin kept dotted with 1-mm drop- 
lets of water. Follieular urticarial 
papules. 

The same procedures were done in a 
normal eontrol subject and no ur- 
ticaria developed. 


COMMENT 


Our failure to reproduce this pa- 
tient's photosensitivity with a variety 
of radiation sources eventually led us 
to an awareness of the importance of 
the sweat droplet as a photointensi- 
fier. Our observations of the con- 
sistent urticariogenic effect of sun- 
light in this patient made the repeated 
failure of intense irradiation with ul- 
traviolet, visible, and infrared radia- 
tion more mystifying.’ Only after a 
long period of study did we perceive 
that our patient required not only ul- 
traviolet light exposure, but also heat. 
Neither ultraviolet light nor heat 
alone initiated the reaction, but to- 
gether they induced solar urticaria. 

Initially, we believed that the heat 
simply increased the cutaneous blood 
flow, and hence the leakage through 
capillaries, which were rendered more 
permeable as a result of histamine re- 
leased by ultraviolet light-sensitive 
mast cells. However, further study 
disclosed that the heat was respon- 
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Right, Shadows of droplets similarly flash exposed to Wood light, 
but with film placed 2 mm below droplets. Note absence of lens 
effect, since time film is beneath focal plane. 


sible for globules of sweat, which in 
turn were acting as tiny lenses by 
concentrating the ultraviolet light to 
a focal point of damage to the mast 
cells in the dermis. Interestingly, the 
bowed-fingernail is also known to act 
as a lens, consequently producing 
photobiologie reactions selectively in 
the subungual area.‘ 

Most patients with photoreactions 
have a degree of sensitivity to the ap- 
propriate wavelength to make labora- 
tory reproduction of their disease an 
easy matter. However, in our patient, 
and we now suspect in a number of 
other photosensitive individuals, the 
inability to reproduce the clinical pat- 
tern resulted from an ignorance of 
the role of sweat as a photointensi- 
fier. We vividly recall one patient 
with a photoeczematous reaction on 
his forehead that defied reproduction 
in three different university labora- 
tories, with the use of sophisticated 
solar simulators in each lab. It seems 
likely that the missing factor was 
“the sweat of his brow.” 

Although the pathway of light in 
the epidermis and dermis is an amaz- 
ing mix of penetrance, reflectance, 
scatter, and absorption, it is easy to 
demonstrate the focusing properties 
of a droplet of sweat. If one places 
droplets of water on a transparent 
plastic film, shines visible light from 
above, and varies the distance from a 
piece of paper, the sharp intensifica- 
tion of light will be seen at focal point 
when the viewing paper is several 
millimeters away. We have photo- 
graphed this using a flash of Wood 
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dight 18. inches en the droplets as 
the ultraviolet source illuminator, 
-1-mm in diameter water droplets as 
imulated sweat on a polyethylene 
heet, and slow-speed film (Ektapan) 
is the indicator; exposure time was 
E approximately 1/25 second. When the 
film. was directly below the droplet, 
<“ the intensification of focused ul- 
^. traviolet light was seen, whereas 
= when the film was 2 mm away, the 
. light was out of focus (Figure). Much 
as a lens enables a boy to focus the 
sun's rays to burn a hole in a leaf, the 
—. sweat droplet intensifies the sun's 
. rays to produce focal damage and a 
hive that otherwise would not occur in 

. view of her marginal degree of sensi- 

tivity. 

The initial follicular location of the 
hive is instructive, since the follicular 
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depression is a natural beaker for a 
droplet of sweat. Furthermore, the 
perifollicular dermis is the site of the 
greatest concentration of the mast 
cells, and, hence, of histamine stores 
to be released. 

Thinking of the sweat droplet as a 


lens with an invariant focal distance 


may aid in explaining the regional 
variations that accompany such pho- 


| tosensitivity states. It is easy to 


perceive that in thin skin the droplet 
would serve no purpose, since the 
point of light focus would be in the 
subeutaneous tissue below the site of 
mast cell clusters (Figure). — 

The involvement of the mast cell 
explains the desensitization our pa- 


tient experienced, since each expo- 
sure depleted the mast cell of its com- 
plement of urticariogenic granules. 
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turns when the patient refrains from 
any light. challenge for five or more 
days. During. this period, the mast 


cells are recharged and ready to par- 


ticipate again in. the response to sun- 
light. In this regard, it is likely that 


S chloroquine phosphate would be an 


effective treatment** for this patient, 


since it stabilizes. the lysosomes of 


mast cells. At this point we have not 
yet had the. opportunity to use it. 
We.do not know why this patient is 


sensitive to sunlight, but the onset 


with menarche suggests a hormonal 
interrelationship. "The sunburn epi- 


„sode and the tinea versicolor appear 


to be irrelevant as causal factors. 
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Acquired Cutis Laxa 
\ssociated With Multiple Myeloma 


 Margery Atkins Scott, MD; Young Chai Kauh, MD; Herbert A. Luscombe, MD 


© Acquired cutis laxa, or generalized 


elastolysis, is a rare disease. One patient | 


| was found to have not only cutis laxa but 
also multiple myeloma. 
(Arch Dermatol 112:853-855, 1976) 


ae A equired cutis laxa, or generalized 


elastolysis, is a rare condition; 


we have found only 12 cases' reported 
in the literature to date. Cutis laxa 
may be either congenital? or acquired 
and is characterized by laxity and 


sagging of the skin, often with 


internal organ involvement (eg, of the 
gastrointestinal tract, lungs, urogen- 


ital tract). In the acquired type, laxity 


of the skin is not infrequently 
-preceded by or associated with epi- 
. sodes of an allergic reaction, urticaria, 
-drug eruption, or erythema multi- 
—. forme, Even though the cause is not 
known, there have been many specula- 
tions regarding its pathogenesis. 

In our review of the literature, we 
found no cases of acquired cutis laxa 
associated with a malignant dysgam- 
maglobulinemia. The case we will 
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describe is unusual not only because of 
the diagnosis of cutis laxa but also 
because of the concomitant finding of 
multiple myeloma. 


REPORT OF A CASE 


A 44-year-old housewife noted the onset 
of her disorder in 1964, when she had an 
alleged allergic reaction to penicillin, char- 
acterized by severe angioneurotic edema of 
the face and neck. After the edema 
subsided, loose folds of skin remained on 


her face and neck; the condition slowly 


progressed to involve her extremities and 
torso. Between 1965 and 1972, the patient 


had prolapse of the perineum, rectum, 


vagina, and bladder, as well as loss of 
support of the palatine uvula, soft palate, 
and eyelids, all of which necessitated 
surgical repair. Since 1973, the patient had 
noted that she bruised easily with minimal 
trauma; she was also easily fatigued and 
had lost 6.8 kg. 

In January 1974, she was admitted to 
Thomas Jefferson University Hospital, 
Philadelphia, for assessment of her pro- 
gressive symptoms. Her family history was 
negative for dermatologieal disease and 
parental consanguinity. 

On physical examination, she was found 
to be a well-developed woman who looked 
much older than her age (Fig 1 and 2). Her 
blood pressure was 200/90 mm Hg. Exami- 
nation of the skin showed diminution of 
normal skin elasticity and laxity of the skin 
of the entire body, with loose folds and 
sagging, most striking on the face, neck, 
axillae, wrists, and abdomen (Fig 3). 








Numerous petechiae on the face, arms, 
chest, and back were noted. Her head was 
normocephalie. Her pupils were equal in 
size and were reactive to light and 
accommodation; extraocular muscles were 
intact. There was a grade 3 hypertensive 


retinopathy, with no evidence of angioid 


streaks. Her ears were unremarkable, with 
the exception of sagging of the pinnae 
bilaterally. The palatine uvula was absent. 
Her lungs were clear to auscultation and 
percussion, with no hyperresonance. There 
was no enlargement of the heart, but a 
grade 3/6 ejection systolic murmur was 
heard best at the left sternal border, from 
whieh it radiated to the carotid arteries. 
Multiple abdominal hernias were present, 
and the liver was palpably enlarged. Find- 
ings from the rectal examination were 
normal, as were the results of the neurolog- 
ical examination. 


Laboratory Data 


À hemogram at the time of admission 
showed a hemoglobin level of 9.9 gm/100 
ml, with an appropriate hematocrit read- E 
ing and normal indices. The white blood  ~ 
cell count was 6,300/eu mm, with a normal 
differential; the platelet count was 80,0007 
cu mm; the reticulocyte count was 2.4%. 
The urine gave a 4+ reaction for protein 
and had a specific gravity of 1.007 and a pH 
of 5. Microscopical examination of the 
urine sediment showed many red blood 
cells, one to three white blood cells per. 
high-powered field, and no malignant cells. - 
A 24-hour urine collection contained 4.6 gm . 
of protein. E M" 
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Fig 1.—Appearance of patient in 1974 
(age, 44 years). 


ires 
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Fig 3.—Patient's abdomen at time of 
admission to hospital, showing laxity and 
sagging of skin. 


Fig 4.—Fragmentation and granulation of 
elastic fibers of skin (Verhoeff stain, 
original magnification x 400). 
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Fig 2.—Appearance of patient in 1963 
(age, 33 years). 


The following tests gave normal or nega- 
tive results on one or more determinations: 
antinuclear antibody, coagulation survey 
(except for thrombocytopenia), rapid plas- 
ma reagin, analysis of stool for occult blood 
and fat, serum uric acid, serum calcium, 
serum inorganic phosphorous. Values for 
serum bilirubin, serum lactic dehydrogen- 
ase, serum glutamic oxaloacetic transami- 
nase, serum cholesterol, serum a-fetopro- 
tein and antimitochondrial antibodies, and 
T, and T, tests were normal. The test for 
antismooth muscle antibodies was positive, 
and the serum aldolase level was 7.4 inter- 
national units/liter. The blood urea nitro- 
gen and serum creatinine levels were 30 
mg/100 ml and 1.7 mg/100 ml, respectively. 
Lipoprotein electrophoresis showed a type 
4 hyperlipoproteinemia. The creatinine 
clearance was 39 ml/min. The serum elec- 
trophoresis showed a spike in the gamma 
region that, on immunoelectrophoresis, 
was found to be due to an IgG chain. Urine 
protein electrophoresis also showed IgG 
with kappa light chains attached to the 
heavy chains, as well as free kappa chains. 
The serum ceruloplasmin level was 36ug/ 
deciliter (normal, 20ug/dl to 35ug/dl), and 
the serum copper level was 49ug/dl (nor- 
mal, 55ug/dl to 85ug/dl). 

Bone marrow aspirate showed 58% 
immature plasma cells with nucleoli and 
vacuolated cytoplasm. There were dimin- 
ished numbers of megakaryocytes and red 


blood cell precursors. A liver biopsy 
specimen showed amyloid deposits in the 
perivascular areas. 

Pulmonary function testing disclosed 
moderate restriction and a mild obstruc- 
tive pattern. An intravenous pyelogram 
showed a possible mass on the upper pole of 
the right kidney but was otherwise unre- 
markable. This finding was not investi- 
gated further because the patient refused 
to have angiography. A barium enema 
showed malposition of the colon, with 
extensive diverticular disease and displace- 
ment of the cecum to the left lower 
quadrant. An upper gastrointestinal series 
showed diverticula in the hypopharynx, as 
well as in the lower part of the esophagus, 
in the duodenum, and along the entire 
length of the jejunum and the ileum. A 
bone survey showed extensive osteomala- 
cia in the axial and appendicular skeleton, 
with no evidence of lytic lesions. Radioiso- 
topic scan of the liver disclosed hepatomeg- 
aly with evidence of parenchymal liver 
disease. 

Staining of the biopsy specimen of the 
skin with PAS, Alcian blue (pH 0.4 and pH 
2.5 to 3.0), and Verhoeff stain (Fig 4) 
showed fragmentation and granulation of 
the elastic fibers. Direct and indirect 
immunofluorescence staining showed no 
circulating antibodies to elastic fibers. 


COMMENT 


There have been many speculations 
regarding the pathogenesis of cutis 
laxa. Our patient’s symptoms began 
after an alleged allergic reaction to 
penicillin, as in the case reported by 
Reed et al.' Although the cause in 
other cases of acquired cutis laxa was 
not discovered, many cases were 
initiated by an allergic type of hyper- 
sensitivity reaction.' ** This suggests 
that the cause of the disease may be 
related to an unusual response to an 
allergic stimulus. 

Gatti et al' deseribed a brother and 
a sister who both had short-limbed 
dwarfism and lymphopenic agamma- 
globulinemia and cutis laxa of the 
extremities. Immunoglobulin levels 
measured showed a considerable de- 
crease in IgG and nondetectable levels 
of IgM and IgA. The malignant 
dysgammaglobulinemia found in our 
patient caused us to speculate about 
the role of humoral immunity in the 
pathogenesis of this disease. Because 
of this thought, indirect immunofluo- 
rescence was done on our patient’s 
serum, but no circulating antibodies to 
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^. elastic fibers were detected. More 
research in this area may elucidate 
whether there is truly some correla- 
tion. between humoral dysfunction 
Ce -and cutis laxa or whether this is 
c v merely a fortuitous association. 






. .Laek of serum elastase inhibitor, 
"possibly with an alteration in the 
» metabolism of copper, has been sug- 
gested by Goltz et al* as an additional 
hypothesis regarding the pathogen- 
esis of cutis laxa. However, further 
studies have failed to substantiate 
this theory.'*'" In regard to measur- 
_ Angour patient's serum elastase inhib- 
or, a written communication from 
R. W. Goltz, MD, on June 3, 1974, 










subsequent cases and that, therefore, 
s laboratory has not done the test 
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 Stated that, in carrying out this test, 
. ,he did not find any abnormality in 


for a period of years. A recent article 
by Pass et al” discusses the develop- 
ment of elastosis perforans serpigino- 
sa in patients treated with penicil- 
lamine for Wilson disease. They 
suggested that lowered levels of 
serum copper produce changes in elas- 
tin, either by reacting directly with 
elastin or by causing local copper defi- 
cieney. They further stated that defi- 
ciency in serum copper can produce 
elastin that is abnormal both struetu- 
rally and functionally. Although con- 
sistent results regarding the copper 
level in the serum of patients with 
cutis laxa is lacking, it is interesting 
to note that our patient does demon- 
strate a slightly decreased serum 
copper level and an elevated serum 
ceruloplasmin level. 

Other suggested theories have been 
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_ line hydroxylase, of vitamin C, or of 
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summarized by ‘Reed’; the mech- 
anisms include deficiencies of serum 
a-l-antitrypsin, of. protocollagen pro- 


iron. Janoff" has suggested . an 
increase in granulocyte elastase as. 
possibly having a pathogenetic role. 
We believe that the resolution of this 
problem lies in solving the questions 
relating to autoimmunity, hypersensi- 
tivity, and/or copper abnormality, . ae 
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Bullous Impetigo 


Occurrence of Localized Scalded Skin Syndrome in an Adult 


Peter M. Elias, MD, S. William Levy, MD 


è The localized form of staphylococcal 
scalded skin syndrome, bullous impetigo, 
occurs commonly in children but rarely in 
adults. We will describe a case of bullous 
impetigo in an adult which developed 
while the patient was receiving short-term 
therapy with orally administered cortico- 
steroids. Scalded skin syndrome in this 
case was characterized by isolation of 
phage group 2 staphylococci from intact 
. bullae and by the presence of an intraepi- 
dermal, subgranular cleavage plane in 
histological sections. Features that differ- 
entiate the localized form of scalded skin 
syndrome from generalized forms include 
the presence of dermal infiltrate and the 
absence of cutaneous erythema and ten- 
derness. On the basis of available experi- 

mental evidence, the rarity of both ilocal- 

‘ized and generalized scalded skin syn- 
drome in adults can be attributed to 
immunologic competence or enhanced 
capacity of adults to metabolize the 
staphylococcal exfoliatin. 

(Arch Dermatol 112:856-858, 1976) 


he staphylococcal scalded skin 
syndrome (SSS) is being reported 
with inereased frequency in adults, 


vir 
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especially in patients with compro- 
mised immune status or those with 
overwhelming infection." Develop- 
ment of SSS in these patients may be 
related to unrestrained multiplication 
of bacteria, inability to metabolize the 
exfoliatin responsible for SSS, or 
both.* By today's criteria, documenta- 
tion of SSS is contingent not only on 
the isolation of phage group 2 Staphy- 
lococcus aureus from the patient, 
followed by production of SSS in 
newborn mice that have received 
injections of suspensions of the same 
cocci? but also on the histological 
demonstration of an intraepidermal, 
subgranular cleavage plane. While 
bullous impetigo, now recognized to be 
a localized variant of SSS,* is a reason- 
ably common childhood disease, we 
have found only seattered reports in 
the older dermatologieal literature of 
bullous impetigo in adults; adequate 


documentation was not possible at 


that time. | 

We present here a typical case of 
bullous impetigo in an adult in order 
to demonstrate the following: (1) both 
localized and generalized forms of SSS 
occur in adults, as well as in children; 
(2) transient immunosuppression may 
have predisposed our patient to the 
development of SSS; and (3) bullous 
impetigo should be added to the 
differential diagnoses of bullous dis- 
ease in the adult. 


REPORT OF A CASE 

The patient had. been i in excellent health 
prior to the present illness. We first saw 
the patient on Sept 16, 1974, when we 
found her to have chronic tinea pedis, 
complicated by a moderately severe derma- 
tophytid extending from the proximal 
parts of both palms onto the forearms. 
Therapy was begun on Sept 30 with 500 mg 
of micronized. griseofulvin twice daily and 
with a short course of prednisone, begin- 
ning with 50 mg a ‘day and decreasing by 5 
mg each day. On the fifth day of steroid 
therapy, the patient noted that the eezema- 
tous process on her upper extremities was 
dramatically improved but that she had 
developed a half dozen “blisters” on her 
forearms, chest, shoulders, and buttocks. 
Otherwise, she was asymptomatic and 
afebrile. On her next office visit, two days 
later, she was still asymptomatic, but a few 
more lesions had appeared. On physical 
examination, she was afebrile and ap- 
peared to be in generally good health. On 
her arms, shoulders, and breasts were 
several shallow erosions and flaccid bullae, 
each about 3 em in diameter, filled with 
slightly turbid contents, and surrounded by 
a thin, erythematous rim (Fig 1). A positive 
Nikolsky sign could not be elicited at sites 
distant from the lesions. There were no 


mucosal lesions and no regional or general- 


ized adenopathy. The results of the remain- 
der of the physical examination were unre- 
markable, | 

Initially, possible diagnoses included 
erythema multiforme, porphyria cutanea 
tarda, bullous pemphigoid, and pemphigus. 
However, since features of all these enti- 
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Fig 1.—Arm of patient, showing intact bulla 
and superficial erosion. 


ties were lacking, the diagnosis of bullous 
impetigo was also considered. The fluid 
content of a bulla was cultured, and a 4-mm 
punch biopsy specimen from the margin of 
a lesion was obtained. A regimen of 250 mg 
of dicloxacillin sodium monohydrate, given 
four times daily, was prescribed; within 24 
hours, most of the lesions had involuted. At 
the end of one week of therapy, all lesions 
had disappeared. Subsequently, cultures 
grew out coagulase-positive, penicillin- 
resistant S aureus, and histological sec- 
tions showed intraepidermal cleavage be- 
neath the granular layer, with numerous 
acantholytic granular cells lying in the 
bulla cavity (Fig 2). In contrast to cases of 
generalized SSS,’°"' a notable inflamma- 
tory infiltrate was present in the dermis. 


RESULTS OF SPECIAL STUDIES 


Isolates from the patient were 
phage-typed. Organisms were identi- 
fied as group 2 staphylococci of phage 
type 8C/71/+. 

Organisms isolated from the pa- 
tient were inoculated into peptone 
broth at 37 C overnight. Then, 0.1-ml 
aliquots (approximately 1 billion or- 
ganisms) were injected subcutaneous- 
ly into several one- to two-day-old 
mice, selected at random from several 
litters. Littermate controls received 
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Fig 2.—Section from edge of bulla shows 
subgranular cleavage plan with numerous 
acantholytic squames in cleavage space. 
Papillary layer of dermis contains dense 
polymorphous infiltrate, accompanied by 
intense edema and moderate exocytosis 
(hematoxylin-eosin, original magnification 
x 400). 





Fig 3.—Neonatal mouse demonstrates 
positive Nikolsky sign 16 hours after injec- 
tion of phage group 2 staphylococci. 


Clinical Expressions of Staphylococcal Scalded Skin Syndrome 


Clinical 
Expression 
Children 
Bullous impetigo 
Generalized 
scalded skin 
syndrome 


Synonyms 


Ritter disease 
(exfoliative 
neonatorum), 
Lyell syndrome, 
toxic epidermal 
necrolysis 


Scarlatiniform 
eruption 


Adults 
Bullous impetigo 
Generalized 
scalded skin 
syndrome 


Lyell syndrome, 
toxic epidermal 
necrolysis 





Histological and 
Bacteriological 
Characteristics * 


Comments 


Ritter disease 
is identical 
to generalized 
scalded skin 
syndrome of the 
newborn period 


Forme fruste 
of generalized 
scalded skin 
syndrome 


This case 


Usually occurs in 
patients who are 
metabolically 
compromised or who 
are receiving 
immunosuppressive 
therapy, or both 


* Presence of these histological and bacteriological characteristics is indicated by the 
following symbols: 1, high cleavage plane; 2, presence of dermal infiltrate; 3, positive 
cultures of lesions; 4, occasional positive cultures of lesions, presumably reflecting sec- 


ondary seeding from occult foci. 


injections with similar doses of coagu- 


lase-positive non-group 2 staphylo- 
cocci or of peptone water alone. All 
neonatal mice that had received injec- 
tions with the patient's organisms 


developed spontaneous wrinkling af- 
ter 12 to 16 hours (Fig 3), while none 
of the animals in the control groups 
developed either spontaneous wrin- 
kling or a positive Nikolsky sign. 


Bullous Impetigo—Elias & Levy 857 





7 COMMENT 
"Although several cases of SSS in 
-adults have been reported recently,'* 
they have all been generalized cases, 
"with one possible exception. Bullous 
impetigo differs from the exfoliative 
.variety of SSS because of the follow- 
ing characteristics: (1) the lack of 
cutaneous erythema or tenderness; 
(2) the presence of causative orga- 
- nisms within bullae (when organisms 
are present in generalized SSS, they 
`. presumably derive from secondary 
seeding); (3) the absence of a positive 
Nikolsky sign at the margin of lesions; 
and (4) the presence of a dermal 
inflammatory infiltrate. Documenta- 
tion of bullous impetigo in this case 
further expands the spectrum of SSS 
7. that ean occur in human adults 
<> (Table). In fact, impetigo in adults is 
— . probably not rare, although complete 
^ documentation has not been pre- 
sented previously. Finally, bullous 
.impetigo should be added to the 
. differential diagnoses of adult bullous 
. ; diseases that confront the practi- 
cL. tioner. 
. The relative infrequeney with 
which SSS -occurs in adults was 
thought previously to reflect either 
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inherent maturational changes in skin 
that occur with age or resistance 
related to hair development. Recently, 
however, SSS was readily evoked in 
normal adult mouse skin" and in 
human skin," whether hairy or gla- 
brous, after intracutaneous injection 
of isolated staphylococcal exfoliatin. 
Therefore, adult human skin and adult 
mouse skin are not inherently resis- 
tant to SSS, nor does hairiness confer 
resistance. On the other hand, adult 
mice failed to develop either localized 
or generalized SSS after injection of 
exfoliatin-elaborating organisms, ex- 
cept when the mice had been previous- 
ly treated with massive doses of 
steroids." Neither normal mice nor 
mice receiving immunosuppressive 
drugs developed SSS after parenteral 
injection of massive doses of isolated 
exfoliatin, which indicates that nor- 
mal subjects may metabolize the toxin 
more effectively than neonates.” 
Finally, we recently produced SSS 
in adult nephrectomized mice, and we 
found that exfoliatin labeled with 
iodine 125 was excreted by the 
kidneys more rapidly in adults than in 
newborns." We now believe that the 
extent of postnatal renal development 
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confers the patterns of age suscepti- 
bility and resistance encountered in 
SSS. |. | 

Previously reported cases of SSS 
were in adults who manifested vary- 
ing degrees of immune incompe- 
tence,” metabolic compromise, ^ or 
overwhelming sepsis.'^ Transient im- 
munosuppression may have played a 
role in the genesis and dissemination 
of localized SSS in this case as well. 
However, we have concluded that the 
infrequeney with which SSS occurs in 
adults reflects the ability of the 
normal adult either to limit prolifera- 
tion of organisms or to more rapidly 
metabolize exfoliatin as it is elabo- 
rated'* and that SSS, although rare, is 
most likely to occur in adult patients 
with immunologic or metabolic in- 
sufficiency. 


Isolates obtained in this study were phage- 
typed by the Staphylococcus Laboratory, Clinical 
Bacteriology Section, Communicable Disease 
Center, Atlanta. 
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-= steve J. Funderburk, MD, Joseph W. Landau, MD 


* The frequency of acne appears to be 
increased in boys and men of the XYY 


genotype. This report describes severe 
-o acne ina retarded man in whom chromo- 
A somal analysis with differential banding 


_ suggested duplication of the distal portion 


. of the long arm of a number 13 chromo- 


some, a partial trisomy 13. In addition to 
“retardation and seizures, his malforma- 
. tions, which included narrowed temples, 
ear anomalies, hexadactyly, and hernias, 
were consistent with those reported 
previously in patients with partial trisomy 
for the distal segment of chromosome 13. 
This patient and one recently reported 
retarded boy with chronic acne and tri- 
somy 8 mosaicism suggest that the asso- 


^ -cfation of acne and chromosomal abnor- 


? mality may not be limited to Y chromo- 
excess, 
ch «Dermatol 112:859-861, 1976) 





he ‘frequency of severe cystic acne 
- appears to be increased in boys 
< and men with an XYY complement, 

but whether acne is associated also 
with autosomal chromosomal aberra- 
tions is not known. A recent report 
described a retarded boy with exten- 
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sive aene who was found to have tri- 
somy 8 mosaicism” The following 
report describes a severely retarded 
man with extensive facial acne, minor 
anomalies, and an apparent partial 
duplication of a number 13 chromo- 
some. 


REPORT OF A CASE 


The patient, 
severely retarded man, was born to Polish 
and Austrian Jewish parents. At the time 
of conception, his father and mother were 
3o and 24 years old, respectively. Both 
parents were healthy and neither had had 
known exposure to radiation or medica- 
tions. In the second month of pregnancy, 
the mother had had an upper respiratory 
tract infeetion for which she took aspirin. 
The remainder of the pregnaney was nor- 
mal, including a 9-kg weight gain. Delivery 
was at term, and the birth weight was 3,500 
gm. In the neonatal period, two sixth 
fingers and two sixth toes were removed 
from the lateral aspects of both hands and 
feet. There was excessive jaundice that 
subsided by 4 weeks of age. Bilateral 
inguinal hernias were repaired at age 2 
years. Major motor seizures developed at 
18 months, but have not recurred since 
puberty. Recurrent purulent sebaceous 
cysts were first seen at age 7 years, and 
facial aene developed approximately at age 
15. 

The patient walked unaided at 18 
months, and language development was 
greatly delayed. He became a resident of a 
state mental hospital when he was 10 years 


Acne and Chromosomal Abnormality—Funderburk & Landau -859 


who was a 20-year-old 





old. When he was last examined at age 20, — 
he could follow simple commands and ocea- 


sionally could repeat short phrases, usually ` 
with severe stuttering. He fed himself with 
a spoon and was toilet trained. His intelli- 
gence quotient was 37. 

There are two.normal brothers whe are 
15 and 21 years old, respectively; the 
mother had no other pregnancies. There is. 
no family member with acne, mental retar- 
dation, or other stigmata seen in this 
patient. 

Results of physieal examination dis- 
closed normal height and head circumfer- 
ence, 172 and 55.5 em, respectively. He was 
thin, with reduced musculature and some 
hypotonia. Deep, pustular lesions with 
bands of scarring extended over the face, 
neck, shoulders (Fig 1), and buttocks. The 
temples appeared narrowed, the eyes were 
deep set, and the ear pinnae were thick- 


ened. Oral structures were normal. The zo 


antero-posterior diameter of the chest was 


increased, but results of examination of a 
the heart and lungs were normal There ^. 
was no abdominal organomegaly, and ex- 
Bilateral - 
inguinal surgical scars were present. There: _ Ei 
was mild lumbar scoliosis to the right. The — 


ternal genitalia were normal. 


distal phalanges of the fingers were mini- 


mally hypoplastic, the thumbs were broad - E. 


and somewhat proximally positioned, and 


there was limited flexion of the fourth and i 


fifth fingers. The palmar and plantar skin 
was thin, and exhibited distinet major 
creases. The axial triradius was distally 
positioned on the left, and the. digital. 
dermatoglyphie pattern showed eight. il 
nar loops, one radial loop, and one whor 









Fig 1.—Patient at age 20. Note severe acne 
of face and neck, narrowed temples, deep- 
set eyes, and thickened ear pinnae. 


The patient's gait was normal, the finger- 
to-nose test disclosed no tremor, deep 
tendon reflexes were normal, and the 
plantar reflexes were flexor. 

The chest x-ray film, complete blood cell 
count, urinalysis, blood glucose value, blood 
urea nitrogen value, and quantitative 
serum immunoglobulin levels were within 
normal limits. Penicillin-sensitive Staphy- 
lococcus epidermidis was cultured from a 
facial pustule. Skin biopsy specimen from 
the right cheek disclosed chronic inflam- 
mation and solar elastosis of superficial 
collagen. 


RESULTS OF CYTOGENETIC 
STUDIES 


Chromosomal analysis of peripheral 
blood lymphocytes with trypsin-Giem- 
sa banding? disclosed extra material 
on the long arm of a number 13 chro- 
mosome (Fig 2 and 3) in all 23 cells 
that were examined. The extra seg- 
ment appeared to be a mirror duplica- 
tion of bands q21 through q31, (no- 
menclature of the Paris Conference, 
1971), although the extra material 
could have originated from some other 
unidentified chromosome. Similarly, 
routine chromosomal analysis of cul- 
tured skin fibroblasts showed elonga- 
tion of the long arm of a D-group 
chromosome in all 15 cells that were 
examined. Trypsin-Giemsa banding 
showed that both parents and the 
younger brother had normal chromo- 
somes; the older brother has not been 
studied. 
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Fig 2.—Patient's full karyotype. Arrow indicates abnormal chromosome 13. 


COMMENT 


Each of the 23 pairs of human chro- 
mosomes can now be distinguished by 
banding-chromosome techniques. In 
addition, banding techniques may 
identify the source of a chromosomal 
fragment and detect segmental chro- 
mosomal duplieations, deficiencies, 
and rearrangements that may not be 
seen by former staining techniques. 
Although the source of the excess 
chromosomal material in our patient 
cannot be determined with certainty, 
it appears to have resulted from a 
mirror duplieation of the distal por- 
tion of the long arm of a number 13 
chromosome. This interpretation is 
supported by our patient's severe 
retardation, seizures, narrowed tem- 
ples, ear malformation, polydactyly, 
distal axial triradius, and inguinal 
hernias, which are all features of 
patients previously reported with tri- 
somy for the distal segment of chro- 
mosome 13 as shown by banding-chro- 
mosome techniques (Table). The ab- 
sence of cleft lip or palate, microgna- 
thia, congenital heart defects, and 
urinary tract anomalies is also consis- 
tent with trisomy of the distal seg- 
ment of chromosome 13, since the 
latter malformations are more com- 
monly features of complete trisomy 13 
or partial trisomy for the proximal 
portion of the long arm of chromo- 
some 13.” 

Segmental chromosomal excess or 





Fig 3.—Partial karyotype of chromosome 
13 from four cells. Arrow indicates column 
of abnormal chromosomes 13. 


deficiency may result either from a de 
novo germinal event or from a paren- 
tal chromosomal rearrangement. Sev- 
eral families have been observed with 
parental translocations or pericentric 
inversions that led to abnormal proge- 
ny with unbalanced chromosomal re- 
arrangements.*'^' In our patient, a 
de novo germinal event seems the 
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Clinical Features in Partial Trisomy for the Distal Segment of Chromosome 13 


No. Affected | E | E. 
Patients Reported Previously Rt x zs 
Escobar Schinzel Taysi Talvik Hauksdóttir et al?* Present 
= et a et al et al’ et ai? 2 Patient Total | 
{|  Psychomotor retardation 4 E + m E + Poi 
ae S opu 


eizures or abnormal 














| | electrocardiogram + nP + + ae a 4 J 
Microcephaly $ iv + + 0 0 3 1 
Openanteriorfontane| — 4 F ooo] 
Depressed temporal regions — 4... 4 ... Au Moo. 2 
High palate 4o + DUNG EQUIS. a aaa CK MN a a ub 
Hypotelorism -+ us + vss uri en 0 2 i es 
Strabismus a + ian oe | t 0 $ coq 
Long incurved eyelashes i + an x + 0 3 a 

Ears low set or malformed el A 4 MN ! HE d. 6 PIS 
Bi | i MEE + “fie ee | : 
 Polydactyly of hands orfeet — + + 0 + + + 6 i 
Malformed feet + + E m" Nc ee 0 4 
| Shoiteck RACER MT" OEC "E eg QE. MN 
Kyphoscoliosis — JE T e Non NE ud + 2 
inguinal or umbilical hernia ma = d F IS d we 6 
_ Age when reported, yr 4 12 1 11A fa 615 20 rus 
~ Sex M M F F M M 4M/3F 





* Hauksdóttir et al reported two patients, all others reported one. 


“most likely explanation, since pe- 
ripheral blood lymphocytes of both 
parents were chromosomally normal. 
It is interesting to note that a 
parental paracentric inversion, ie, 
within the long arm of a chromosome 
13, could lead to a duplication defi- 
ciency caused by crossover within the 
meiotic loop. Careful examination of 
the long arms of the number 13 chro- 
mosomes of both parents failed to 
show an inversion, although this 
i change could be present in a gonadal 











vera reports have established the 
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the XY Y genotype." The apparent 
partial trisomy 13 in our patient and 
trisomy $8 mosaicism in another 
retarded boy with severe facial acne,’ 
who was examined and whose condi- 
tion was verified by one of us, suggest 
that the association of acne with a 
chromosomal abnormality may not be 
limited to Y chromosome excess. 
Because a variety of causes may be 
responsible for severe acne in both 
normal and mentally retarded individ- 
uals, a single case by no means proves 
cause and effect, and such an associa- 
tion may be entirely fortuitous. Band- 
ing chromosomal analysis of addi- 
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tional patients with chronic aene, 
particularly in association with men- 
tal retardation, may help to clarify the 
role of chromosomal changes in this 
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Today’s woman can’t hide an unsightly PRECAUTIONS FS ec | 
: . . May prove irritating to sensitized skin in rare cases. If this Occurs, 
dermatosis, making effective treatment a discontinue therapy. May stain. 
. If used under occlusive dressings or for a prolonged period, watch 
necessity. for signs of pituitary-adrenal axis suppression. 
. . . . May interfere with thyroid function tests. Wait at least one month 
With its unique four-way action, after discontinuance of therapy before performing these tests. The 
. a . . . ferric chloride test for phenylketonuria (PKU) can yield a false- 
Vioform' -Hydrocortisone provides the kind positive result if Vioform is present in the diaper or urine. 
R Prolonged use may result in overgrowth of nonsusceptible orga- 
of comprehensive therapy that many common nisms requiring appropriate therapy. 
* s É : "M i à : 
dermatoses require, particularly those 1n- Few reports include: Hypersensitivity, local burning, irritation, 
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nized eczema; nummular eczema; infantile eczema; endoge- and 0.5% hydrocortisone in a water-washable base containing 


nous chronic infectious dermatitis; stasis dermatitis; pyoderma; 


. : yv stearyl alcohol, cetyl alcohol, i id, J i 
nuchal eczema and chronic eczematoid otitis externa; acne lauryl sulfate, and face in Wee tubes gro A | Gee 
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tinea (capitis, cruris, corporis, pedis); moniliasis; intertrigo. Consult complete product literature before prescribing. 
Final classification of the less-than-effective indications requires CIBA Pharmaceutical Company 
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Summit, New Jersey 07901 
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CONTRAINDICATIONS 

Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredi- 
ents or related compounds; lesions of the eye; tuberculosis of the 
skin; most viral skin lesions (including herpes simplex, vaccinia, 


and varicella). Q) 
WARNINGS 

This product is not for ophthalmic use. ape 
In the presence of systemic infections, appro- 

priate systemic antibiotics should be used. 


Usage in Pregnancy 
Although topical steroids have not been 


reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant 
females has not been established. Therefore, 
they should not be used extensively on preg- 
nant patients in large amounts or for pro- 
longed periods of time. 
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It's tinea versicolor time again. 





When you prescribe Tinver Lotion, please remember it often ~ 
works so fast patients tend to stop using it too soon. 


mao l " ihi P Description: Sodium thiosulfate 25% salicylic acid 1%; isopropyl alcohol 
As stated in the pl escribing * 10%: propylene glycol; menthol; disodium edetate; collodial alumina; 
inf "m: " s" : a d. purified water. 
l 01 ation: Although diagnos Indications: For topical use in the treatment of tinea versicolor (Malassezia 


furfur infection). 


Precautions: If signs of irritation or sensitivity develop, discontinue use. Do 
not use on or about the eyes. 


Administration: Thoroughly wash, rinse and dry the affected areas before 
application of medication. Apply a thin film of lotion twice a day or as 
directed. Although diagnostic evidence of the disease may disappear ina 
few days, it is advisable to continue treatment for a much longer period. 
Clothing should be boiled to prevent reinfection. 


How Supplied: 6 fl. oz. plastic dispenser bottles. 
Caution: U.S. Federal law prohibits dispensing without prescription. 


the anti-fungal of choice for tinea versicolor TIN \ E R | 
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(sodium thiosulfate 25%, salicylic acid 1%) 


tic evidence of the disease may 
disappear in a few days, it is 
advisable to continue treatment 
for a much longer period.” 





Ves Á Barnes Hind Pharmaceuticals, Inc. 





some faces can take harsh abrasives 


Your young acne patients aren't 
dummies. They want and deserve 
over-scrub protection. Not the rough, 
irritated skin a sandpapery cleanser 
can cause. 


That's where Komex® comes in. 
No other scrub cleanser is so mild, yet 
effective. When used with ample water, 
patented Komex SCRUBULES™ 
(sodium tetraborate decahydrate) 
break down and dissolve completely as 
they deep-clean troubled skin. The 
amount of water you advise a patient 
to use determines the length of time 
SCRUBULES last — giving you even 
more control over abradancy. Komex 


virtually eliminates the danger of 
uncomfortable over-scrub often 
associated with non-dissolving 
abradants. 


No drying and flaking with Komex. 
Komex contains a unique skin 
conditioning ingredient to prevent the 
drying and flaking which results from 
other acne scrubs. Your patients will 
enjoy that Komex feeling because it 
leaves faces feeling fresh and clean. 


Barnes-Hind Laboratories 
Division of Barnes-Hind Pharmaceuticals, Inc. 
895 Kifer Road 


Sunnyvale, California 94086 
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Aluminum Oxide particles (corundum) re- 
duced from x100. Rated next to diamond 
in hardness on Mohs’ scale,' these particles 
are typically sharp-edged, rigidly-shaped, and 
will not dissolve. 





Polyethylene particles reduced from x100. 
Rated low on the Mohs' scale, these particles 
will not dissolve in water, The nonuniform 
size, shape and surface provide abradancy 
because of roughness. 





Komex SCRUBULES reduced from x 100. Uni- 
form, smooth-edged particles rate low to me- 
dium on Mohs' hardness scale. Tough enough 
to do the job effectively, they dissolve com- 
pletely in 60 seconds when mixed with 
water.? 


! The Mohs' scale is a commonly-used refer- 
ence point for comparing the hardness of 
materials. 
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of extramural funding and considered project grants, 
- program grants, specialized centers for research, and 
training. awards. | 
-— Then the group heard about receipt, referral, and review 
. of grant applications from Dr Luis Angelone from the 
_ Division of Research Grants, about intramural research 
programs from Dr Stephen Katz, and about the mech- | 
anisms for program evaluation from Dr George Kitzes, the 

€ Gastroenterology Program director of NIAMDD. f 
__ Later in the day, Richard Dobson, MD, Buffalo, NY (Fig 
exl 3); David L. Ramsey, MD, New York; and Clayton E. 
r h . Wheeler, Jr, MD, Chapel Hill, NC, diseussed research and 
of .. manpower needs in dermatology. 

. . , On the following day, the dermatologists met at the 
Pus Holiday. Inn in Bethesda to review means of improving 
funding for dermatology research and academic man- 
ower. — 
-. The group supported the concept of a coalition including 
specialty and.  disease-oriented groups to work toward 
. Increased | fun ling for the entire NIAMDD program. It 
Ur led that funds be requested from the National 
Institutes of. Heal th (NIH) for a contract to support the 
development of a position paper documenting previous 
accomplishments and future needs in these areas. D 
a As an outgrowth of the discussion, a workshop on . 
B ee aremm and. e grant A will be oe at t the E 
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Fig 1.—J. Graham Smith, Jr, MD (right), workshop coordinator, 
goes over agenda with G. Donald Whedon, MD (left), director of 


the National Institute of Arthritis, Metabolism, and Digestive 
Diseases. 


Fig 2.—Assisting Dr Smith in planning for the workshop was 


Laurence H. Miller, MD (left), director of dermatology programs at 


the National Institute of Arthritis, Metabolism, and Digestive 
Diseases. 


Fig 3.—Among the participants were Richard Dobson, MD, 


Fig 4.—Harry J. Hurley, MD, Upper Darby, Pa (left), discusses 
Buffalo, NY (left), and Peyton E. Weary, MD, Charlottesville, Va 


some points made at the workshop with Bradford W. Claxton 


(right), chairman of the AAD's Council on Government Liaison. (right), executive director of the AAD. 
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man; and Richard. Stoughton. Also participating were 
— Bradford W. Claxton, executive director of the AAD: 
- Robert D. Hamilton III, associate executive director of the 
AAD; John T. Grupenhoff, the AAD's Washington Liaison 
presentative; and Melvin Krasner. 








resentations: to Congressional Committees 


A few -weeks later, again AS an outgrowth of the 
orkshop discussions, “representat of the AAD 
» appeared before. two der. congressi | committees as a 
[i i s-on the d fori {neteasing 
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Academy of Dermatology by Heinz J. Eiermann, Director * 
of the Division of Cosmetics of the Food and Drug Admin-  - 
istration. | 


Federal Control 


Cosmetics are regulated by the Food and Drug Adminis- 
tration (FDA) under the authority of the Food, Drug and 
Cosmetie Act (FD&C Act). Congress enacted this law in 
1938 to "prohibit the movement in interstate commerce of 
adulterated and misbranded food, drugs, devices and 
cosmeties." Another statute concerning cosmetics is the 
Fair Packaging and Labeling Act (FP&L Act) of 1966, the 


_purpose of which is that “packages and their labels should 
enable consumers to obtain accurate information as to the 


quantity of contents and should facilitate value compari- 
sons." 

The FD&C Act defines cosmetics as articles applied to 
the human body for cleansing, beautifying, promoting 


attractiveness, or altering the appearance without affect- 


ing the body's structure or functions. Soaps are exempted 


. . from the provisions of the act. Articles intended to affect 


a the structure or functions of the human body, though often 


promoted as cosmeties, are drugs and must therefore 
| Eompiy with the more stringent drug provisions. 


-The FD&C Act authorizes the FDA, for the efficient 


en enforcement of the act, to promulgate regulations, to carry 
. out examinations and investigations of products, and to 


conduct factory inspections. The FP&L Act authorizes the 
agency to publish regulations for the proper and informa- 
tive labeling of cosmetics, including the requirement for 
declaration of ingredients. Other regulations promulgated 


. under the authority of this act are intended to prevent the 
E T - use of unfair or deceptive methods of packaging. 


The FD&C Act prohibits the introduction or receipt in 


interstate commerce of any adulterated or misbranded 


cosmetic. A cosmetic is considered adulterated if it 


- contains a poisonous or deleterious substance or if it is 
<- contaminated in a manner that may cause it to be injurious 
- to health under normal conditions of use. A cosmetic is 
-misbranded if its labeling is false or misleading, does not 


bear the required labeling information, or is not truthfully 
packaged. 

Contrary to widespread belief, there is no statutory 
requirement, as is in the case of food and drugs, that a 


.. cosmetic product or ingredient be proved safe before it is 


zu . introduced into interstate commerce. Furthermore, cos- 


 - serious socioeconomic consequences et. yos Tatok ic d dis- 





ease on the citizens of the nation, instruct the NIH— —in bill - | 
report language—to support. & comprehensive analysis of - 
the past and present status of dermatologic research and à — 


realistic appraisal of future opportunities and goals. It is 
2 anticipated that the financial and staff support for this 
8i halysis would be modest. | 
Vu Cosmetics and the FDA 
1 of a three-part series p repared for the American 
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metie manufacturers or distributors are not required by 
law to register with the FDA their manufacturing estab- 


- lishments, product formulations, or consumer reports of 
. adverse reactions or to make available any data or infor- 


mation on product safety. 

The burden of proof of safety, or lack of safety, rests 
with the agency. With the exception of color additives, a 
cosmetic manufacturer may use essentially any ingredient 
or market any cosmetie until the agency can demonstrate 


that an ingredient or cosmetic may be hazardous to ` 


consumers under customary conditions of use. If the FDA 
wishes to remove a cosmetic from the market for lack of 
safety, it can do so only with the permission of a district 
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court and upon a showing that the product is hazardous. If 
the FDA wishes to prohibit the further use of an ingre- Tramacin Brand Cream - 
dient, it must demonstrate that the ingredient may be Triamcinolone Acetonide 
„` poisonous or deleterious under the intended conditions of Description: Tramacin Cre 
use. When such proof is available, the agency publishes in IIT cae 
the Federal Register a notice of rulemaking and proposes ining propylene 
the banning of the hazardous ingredient. The public is 
invited to comment on the proposal, and the comments are 
edrefully evaluated before the final order is drafted. The 
regulation banning the ingredient is then published in the 
Federal Register, and it becomes part of the Code of 
Federal Regulations. Regulatory efforts regarding the 
misbranding of cosmetics are processed in a similar 
fashion. In this instance, the agency must have data 
" showing that a labeling statement is false or misleading or _ 
that mandatory labeling information is missing to initiate 
regulatory action. E 
Aside from the publication of many regulations on | 
labeling of cosmetics, the FDA promulgated in recent | > 
years several regulations prohibiting the use of hazardous | 1) 
ingredients, namely, bithionol, hexachlorophene, mercury | _ 
compounds used as preservatives or skin bleaching agents, . 
and vinyl chloride used as a propellant. Other regulations |. 
require warning statements on feminine deodorant sprays, | 
cosmetic aerosol products, and cosmetic products wit 
unsubstantiated product safety. Three regulations, pub- 
lished on the petition of the cosmetic industry, concern the 
voluntary registration of manufacturing establishments, | 
product formulations, raw material compositions, and | 
consumer-reported adverse reactions to cosmetics. 
The two regulations with perhaps the most far-reaching | € 
impact on future marketing of cosmetics in the United | * 
States are the requirements for label disclosure of. ingre- aes: 
dients and the order defining the term “hypoallergenic.” = 
The ingredient labeling regulation was published under | 
the authority of the FP&L Act and requires the declaration d 
of all ingredients other than trade secrets, flavors, and | 
fragranees. It will become effective in 1976. The regulation = 
on hypoallergenic cosmetics will require manufacturers to | area 
demonstrate through dermatological testing that their. 
hypoallergenic products cause significantly fewer adverse - 
reactions than similar-use competitive products, and the 
term “hypoallergenic” must be explained in labeling by the 
phrase “less likely to cause adverse reactions than some 
competing products.” The regulation was to become effec- | 
tive in 1975; however, implementation has been tempó- | | 
rarily stayed because two manufacturers of hypoallergenie | 
cosmeties have installed litigation challenging the legality 3 
of the regulation. e 
Regulations on cosmetics promulgated by the FDA may 
be found in title 21, Code of Federal Regulations, | 
subchapter G, parts 700 to 740. Further information on the | . Hey 
FDA's regulatory activities concerning cosmetics may be .. 80g. tub 
obtained by writing to the Director, Division of Cosmetic 
Technology, Food and Drug Administration, 200 C St 8 ES 
Washington, DC 20204. pope 
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The cream 
of dermatology. 


Since triamcinolone acetonide was introduced 
in 1958, a lot of other topical steroids have come 
along. But none is more widely prescribed by 
dermatologists.* 

Which makes sense. Because triamcinolone 
acetonide is a product with almost two decades of 
clinical experience behind it. Plus an excellent 
record of clinical success in steroid-responsive 
dermatoses as reported in studies both here and 
abroad. 

Triamcinolone acetonide is the number one 
choice of dermatologists in atopic eczema. 

And still their unsurpassed choice for contact/ 


allergic dermatitis, seborrheic dermatitis and the 
relief of pruritus. 

In fact, no other topical steroid is more widely 
prescribed in all of medicine. 

Now you know why we call triamcinolone 
acetonide the cream of dermatology. And why we 
chose it as the one to carry our name. 

TRAMACIN Brand Cream Triamcinolone 
Acetonide Cream U.S.P. from the Dermatological 
Division of 

*Statistics supporting this statement and other state- 


ments of physicians’ preference in this advertisement are 
on file in the Dermatological Division of Johnson & Johnson. 
















For jock itch 
and athlete's foot 


Tinactin Cream 


eBegins to relieve itching, burning within 


24 hours 
e Actually kills most skin ringworm fungi 


ABSORBANCE 





e guarding her from sun damage. 


resistant Aquacare” base provides after-swimming 
staying power, while it protects the skin from 
dryness associated with exposure to sun, wind 
and weather. 

In new, just-completed clinical studies, refor- 
mulated Eclipse was proven clinically superior 


Her hours on the beach will be protected from sun 
damage by reformulated Eclipse. A new 696 com- 
bination of PABA esters...octyl dimethyl and 
glyceryl... makes this Herbert sunscreen more cos- 
metically acceptable than ever. And its washoff- 





CRITICAL 
ERYTHEMAL 
RANGE 
aom cm Ultraviolet Absorption Spectra 
0.8 — 
07 —À 
Brand A 5% PABA 
(p-Amino Benzolc Acid) 
0.6 — 


Eclipsa — 3% Octy! dimethyl PABA 
end 3% glyceryl PABA 


Brand B: 3% Octy! dimethyl! 
PABA 


-Brand C 10% sulisobenzone 


260 270 280 290 300 310 320 330 340 350 360 370 380 390 400 


WAVELENGTH (m,) 


to the major sunscreens. Additionally, 
the graph also demonstrates the supe- 
rior ability of Eclipse to block out the 
sun's ultra-violet rays in the critical 
erythema range of 290 to 320mu. 
Here the major sunscreens are also 
included, plus one that is just now 
being introduced. 

Knowing that overexposure to 
the sun may lead to skin cancer 
and premature aging of the 
skin, make your patients’ 
visits to the beach pro- 
tected ones. Put Eclipse 
on duty. 











Herbert Laboratories/dermatology division of 
Allergan Pharmaceuticals/Irvine, CA 92713, U.S.A. 


Get Your Brand 


of Continuing Medical 


Education at the AMAs 
Annual Convention, 


June 26-30, 1976 


Dallas is many things to many people—a center 
of high fashion, finance, brainpower, big money, 
sports events, conventions, art, theater.... 


But, after this June's Annual Meeting, for you 
Big D is going to stand for Continuing Medical 
Education —the highest quality C.M.E. and the 
widest assortment of C.M.E. you've ever ex- 
perienced! 

This meeting features new and/or expanded 
methods of teaching both inside and outside the 
classroom. You can spend every day participating 
in several types of learning situations. For ex- 
ample, there will be audio and tape demonstra- 
tions; computer-assisted instruction; pre- and 
post-tests for self-evaluation. In addition, there 
will be “hands on” manikin practice and many 
opportunities to participate in small group dis- 
cussions or to consult with course instructors 
and fellow physicians. Naturally, we're repeat- 
ing a popular feature-- medical motion pictures. 


your convenience. 


C.M.E. for Credit —and most of it, 

except for postgraduate courses, free 

To help you fulfill C.M.E. requirements for the 
AMA Physician's Recognition Award and your 
state or specialty society, this Annual Meeting 
offers many opportunities— 113 in fact—to earn 
Category | credits. You'll have your choice of 
57 postgraduate courses and the majority of 47 
scientific sessions are classed for Category |. 
Hour-for-hour credit will also be given at the 
Live Teaching Clinic, Pulmonary Function, Dia- 
logue, and at the 8 telecourses offered in the Con- 
vention Center and the Dallas hotels. (The AMA 
will provide you with a certificate of attendance; 
make sure you report your credits to your state 
or specialty society.) 





Other Highlights 
A majority of physicians regard the exhibit area 
as one of the most important features of AMA 
meetings. lf you happen to be one who values 
this one-to-one peer communication with ex- 
hibitors, Dallas won’t disappoint you. There will 
be 300 exhibits, evenly divided between scientific 
and industrial. Last, but not least, is the 18th 
National Conference on the Medical Aspects of 
Sports. Every year it gets bigger and better— 
you won't want to miss this year's Conference. 


How to fill post-Convention hours, 

if vou have an ounce of energy left 

If you've never been to Dallas, you're in for 
some surprises. Even though you'll see some 
Texas-style hats and hear quite a few "Y'all's," 
Dallas is neither typically Western nor typically 
Southern. It is simply Dallas—-a city of fashion, 
style, flair, fun, and even, grace. 

The AMA Auxiliary is planning many events 
during the Convention. No need to list them here 
for you can receive the details by contacting the 
AMA by phone or address as shown below. 

Dallas offers a potpourri of entertainment to 
suit every taste and lifestyle. For animal lovers, 
there's a Lion Country Safari and a great zoo. 
If you've never seen a rodeo, don't miss the 
Mesquite CLampionship Rodeo. It will give you 
plenty to talk about! There's a fantastic theatre 
center and numerous museums for culture de- 
votees. For those who like it swinging and festive, 
there are clubs, cabarets, and corner pubs. And 
shopping! Dallas boasts you can find everything 
from his and her airplanes to unique $5 gifts. If 
you've ever seen the Neiman-Marcus catalog, 
you know that's not an idle boast. Oh, one word 
about the restaurants: don't come expecting to 
diet. Dining out in Dallas is an adventure for both 
the novice and gourmet! 


For further information about the courses, sessions, hotel-motel reservations, and AMA A uxiliary activities, 
please write or phone to: 
American Medical Association/Department of Registration Services 
535 North Dearborn Street/ Chicago. IL 60610/(312) 751-6187 


tru compound © 
No 
a? Bekine 
sory, Zincon. 
or clean and 

ho manage. 


Box. 


The highly effective dandruff shampoo that 
leaves hair clean and easy to manage 


Lederle Laboratories, A Division of American Cyanamid Company, Pearl River, New York 10965 





Letters to the Editor 


Hyperpigmentation Caused 
by a Fungicide 


To the Editor.—-l have seen several 
women who have developed hyperpig- 
mentation that we suspect is caused 
by a fungicide, benomyl (Benlate). 
Dilute amounts of this compound 
appear to be photosensitizing without 
irritation, and the new brown pig- 
ment lasts about two to six weeks. The 
pigment develops without preceding 
irritation, itehing, redness, or other 
clinical evidence of inflammation. 

It occurred to me that this product 
might be useful in the treatment of 
vitiligo and other diseases resulting in 
hypopigmentation. I do not have the 
resources or facilities to conduct a 
trial with this fungicide. However, | 
would like to bring it to the attention 
of the readership, so that anyone 
interested might pursue this further. 


REID BINDER, MD 
Oceanside, Calif 


Ulcerative Lichenoid Eruption 
From Methyidopa 


To the Editor.-Lichenoid drug erup- 
tions from methyldopa were described 
originally by Stevenson, who noted 
oral mucous membrane ulceration. 
Tongue ulceration that lasted for 
several months after withdrawal of 
methyldopa was reported by Burry 
and Kirk, who also recorded a fixed 
drug eruption, evidence of which 
persisted six months afterwards. Six- 
teen patients in whom seborrhoeic or 
nummular eczema erupted while they 
were taking methyldopa were de- 
scribed by Church,’ who used provoea- 
tion tests but who did not carry out 
biopsies. I report a case in which 
methyldopa caused a persistent liche- 
noid drug eruption manifested by 
uleeration of the feet and toes that 
was associated with a generalized 
eczema. 

Report of a Case.-A 61-year-old woman 
was advised during June 1974 to stop 
taking the methyldopa, (250mg three times 
daily) that she had been receiving for over 
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Ulceration of right foot at early stage. 
Larger bullae are forming above. 


twelve months. One month previously, her 
feet had become painful and an eezema 
appeared on her legs and trunk. The soles 
of her feet, which were ulcerated (Figure) 
were extremely tender. Bullous lesions that 
later became uleerated were noted, with 
surrounding violaceous skin change. The 
generalized eezema cleared almost com- 
pletely within three weeks by use of beta- 
methasone 17-valerate cream, but it took 
five months for her feet to heal completely 
without scarring. Results of a wide range 
of laboratory investigations excluded any 
blood or biochemical abnormality and any 
“autoimmune” phenomena. 

A biopsy specimen from the skin of the 
trunk showed epidermal spongiosis and a 
perivascular cellular infiltrate in the der- 
mis composed predominantly of lympho- 
cytes with neutrophils and eosinophils. A 
biopsy specimen taken from the plantar 
ulceration showed thickening of the gran- 
ular cell layer, acanthosis, spongiosis, and 
hvdropie degeneration of the basal cell 
layer. A prominent infiltrate of lympho- 
cytes, histiocytes, and eosinophils consti- 
tuted a thick band lying directly beneath 
the epidermal-dermal junction. 

During February 1975, she was given a 
provocation dose of methyldopa, 250 mg 
three times a day for one day only. Within 
24 hours, she was complaining of itching of 
her trunk and burning symptoms of the 
soles of her feet. Several days afterwards, 
the symptoms had vanished, but evidence 


of an eezematous drug reaction persisted 
for three to four weeks. | 


Comment.—Lichenoid drug  erup- 
tions may be histologieally and clini- 
cally indistinguishable from lichen 
planus. Cram et al‘ described cases of 
lichen planus characterized by ulcera- 
tion of the feet and toes, and Thor- 
mann’ reported a case of ulcerated 
lichen planus of the feet in which 
serological findings suggested sys- 
temic lupus erythematosus. There was 
no suggestion of lupus erythematosus 
in my patient, although methyldopa is 
known as a cause of this condition. 
Winer and Leeb* observed the pres- 
ence of a prominent eosinophilic, peri- 
vascular infiltrate in the dermis in 
lichenoid drug eruptions, which is a 
feature not seen in lichen planus. This 
feature was reported also by Holt and 
Navaratnam' in a ease in which a 
liehenoid eruption caused by methyl- 
dopa was confirmed by a provocation 
test. Eosinophils were prominent in 
the biopsy specimen from my pa- 
tient's foot but were present also in 
the biopsy specimen from the clini- 
cally eczematous changes of the trunk 
that I believe were caused by similar 
mechanisms of lesser degree as those 
which eaused the foot ulceration. 

Joun N. Burry, MB, MRCP(E) 
St. Peters, South Australia 
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Treatment of Atopic Dermatitis With 
Topically Applied Caffeine 


To the Editor.—Locally applied 
B-adrenergic agents suppress the im- 
mediate skin test reaction in atopic 
patients, presumably by increasing 
skin levels of cyclic adenosine mono- 
phosphate.’ Caffeine, a methylxan- 
thine, increases cyclic adenosine 
monophosphate by inhibiting cyclic 
nucleotide phosphodiesterase, the en- 
zyme that degrades cyclic adenosine 
monophosphate. It seemed to us that 
using topical caffeine to increase skin 
levels of cyclic adenosine monophos- 
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phate might lessen the symptoms of 
atopic dermatitis. 

Patients with the typical flexural 
crease manifestations of atopic der- 
matitis were selected. The purpose of 
the study was explained to all 
patients, and written consent was 
obtained. Each patient was instructed 
to apply a cream labeled “R” to the 
right-sided lesions three times a day 
and at night, and to apply a cream 
labeled "L" to the left-sided lesions 
three times a day and at night. One 
side was treated with caffeine, 10%, in 
hydrophilic base, and the other side 
was treated with hydrophilic base. 
The identities of the coded creams 


< were unknown to both the patient and 


the physician. The patients were eval- 
uated initially and at weekly intervals 
for three suecessive weeks. At each 
examination, each side was evaluated 
for pruritus, erythema, scaling, lichen- 
ification, and oozing. 

Twenty patients were treated. The 
overall subjective comparison in the 20 
patients showed the caffeine side 
superior in 12, the placebo side 
superior in four, and four where both 
sides were considered equal. This is 
statistically significant by x? analysis, 
P< 05. 

We consider this communication 
only a preliminary report because of 
our inability to demonstrate a statisti- 
cally significant difference for the 
agent vs placebo on pruritus, erythe- 
ma, sealing, lichenification, and ooz- 
ing. Only for the overall subjective 
evaluation of effectiveness was the 
P value < .05% by x? analysis. 

Since caffeine was clearly superior 
to the placebo in the overall subjective 
evaluation, we have begun more 
extensive studies. 

ROBERT J. KAPLAN, MD 
LAUREN Daman, MD 
RICHARD SHEREFF, MD 

E. WILLIAM RosENBERG, MD 
HARRY ROBINSON, ScD 
Memphis 


1. Shereff RH, Harwell W, Lieberman P, et al: 
Effect of B-adrenergic stimulation and blockade 
on immediate hypersensitivity skin test reac- 
tions, J Allergy Clin Immunol 52:328, 1973. 


The Balm of Gilead 


To the Editor.—As part of the therapy 
of desperation in the attempted treat- 
ment of post-herpetic neuralgia in a 
elderly member of the clergy, a pre- 


o seription for the Balm of Gilead was 
i written that, incidentally, he took to 
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his pharmaeist without glancing at. 
This suggestion was also ineffective. 
The Balm of Gilead was an important 
topical medication mentioned in the 
Bible: “A group of Ishmaelites who 
were coming from Gilead, their 
camels laden with gum tracacanth, 
balsam, and resin which they were 
taking down into Egypt” (Genesis 
31:25). 

In the lamentations of the prophet 
during a famine (Jeremiah 8:22), there 
is this inquiry: "Is there no more Balm 
of Gilead anymore? Is there no doctor 


there?” We also find in Jeremiah 
46:11, "Go up to Gilead in search of 
balm.":- 


Reichert? has shown me the fasci- 
nating book of Tahkemoni of Judah 
Al-Harizi. Again, this famous balm is 
praised: "And my friends and com- 
panions and the company of my 
kinsman counseled me to go to the 
land of Gilead and there I would find 
balm and healing sustenance for my 
illness." 

Evidentally in the land of Gilead, 
whieh today is part of Jordan, there 
was a type of resin or gum balsam 
that was used for the local treatment 
of wounds. Now this is found only on 
the Afriean coast of the Red Sea.’ 
According to John Griggs, Director of 
the Lloyd Library and Museum of 
Cincinnati, the Balm of Gilead is the 
gum from Commiphora opobalsamum, 
a small evergreen (oral communica- 
tion, 1975). The gum of this tree is 
obtained from the tree, the branches, 
and the ripe fruits. It is obtained most 
easily by making a few slashes in the 
wood and then collecting the sticky 
gum that oozes out. The chemical 
composition is a mixture of triter- 
penes.? 

Because of the miraculous healing 
power imputed to this, it is said by 
some scholars that the Balm of Gilead 
is really a symbol for Jesus. There is 
some support for this because the 
translation of the Hebrew word of 
balm, "tsori," is vague and indefinite 
and said to mean "healing" or "flow- 
ing." The Balm of Gilead has been of 
considerable interest, then, to the 
ancient herbalist. The fact that the 
earavans of the Ishmaelites came 
from Gilead and bore gum to Egypt 
was due to the fact, aecording to 
Brim,’ that the Egyptians were proba- 
ble founders of the apothecary craft. 

It is not clear whether this famous 
Balm of Gilead contained any other 
materials of anti-inflammatory char- 
acter besides its odorous sticky gum. 


The biblical holy ointment for anoint- 
ment contained myrrh, cassia bark, 
sweet cinnamon, sweet calamus, and 
olive oil. We still use tincture of myrrh 
today in our mouth preparations. 
Cassia bark is from the bark of the 
laurel family group and is related to 
the cinnamon. Sweet calamus is à 
fragrant root called also sweet flag. 
Its bulb, when roasted, has been used 
as a substitute for molasses. 

Although in Biblieal days the Balm 
of Gilead was used for snake bites, the 
famed philosopher and physician Mai- 
monides (1135 to 1204)," in his treatise 
on bites of snakes, animals, scorpions, 
bees, wasps, and spiders, does not 
specifically mention the Balm of 
Gilead as a treatment for bites. He 
does describe, however, the modern 
treatment with the use of the tourni- 
quet, incisions into the bite area, and 
aspiration of the poison with a clean 
mouth. This was already the therapy 
in the 12th century! 

For some period after biblical times, 
the Balm of Gilead was used as a 
soothing ointment, but it disappeared 
gradually from pharmacies after the 
Middle Ages. It is of interest that the 
Balm of Gilead was still listed in the 
18th edition of the Dispensatory of the 
United States of America, which 
includes this note: “It possesses no 
medical properties which do not exist 
in other balsamic or terebinthate 
juices,”*® Today, we are still interested 
in soothing, nonsteroidal anti-inflam- 
matory ointments with occasional and 
rare additions of camphor, menthol, 
and gum tragacanth. 

LEON GOLDMAN, MD 
Cincinnati 
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Herpes Gestationis 


To the Editor.—Bushkell et al' have 
reported important immunofluores- 
cent findings in a case of herpes 
gestationis that confirm and extend 
the observation by Provost and Toma- 
si? that there is a deposition of comple- 
ment components and immunoglobu- 
lins along the basement membrane in 
these patients. We have recently 
cared for a patient with herpes gesta- 
tionis in whom immunofluorescence 
studies established the diagnosis in 
the prebullous phase of the disease. 


Report of a Case.—A 26-year-old woman 
developed a pruritic nodule near the umbil- 
icus at 28 weeks gestation of her fourth 
pregnancy. The nodule enlarged during a 
period of days to form an annular lesion 6 
em in diameter that encircled the umbili- 
eus. Other nodular and annular lesions 
consisting of red urticarial rings with café- 
au-lait-colored centers arose elsewhere on 
the trunk, and a diffuse red induration 
appeared on the palms and soles. Studies 
for fungal and internal disease were nega- 
tive, and the pregnancy proceeded normal- 
ly. The patient had no history of previous 
skin disorders or serious systemic disease, 
and her three prior pregnancies had not 
been complicated by pruritis or skin disor- 
ders. 

Discontinuance of iron tablets and pre- 
natal vitamins and application of topical 
steroids was without benefit. A skin biopsy 
specimen revealed a dense perivascular 
accumulation of lymphocytes and eosino- 
phils, but there was no bulla formation 
either histologically or clinically. By nine 
weeks after the onset of her eruption, the 
patient had widespread lesions, intense 
pruritis, and a peripheral eosinophilia of 


20% (2,780 eosinophils/cu mm). Direct 
immunofluorescence of a lesion showed 
strong linear deposition of C3 complement 
along the basement membrane (Figure). 
Deposition of C4 and C3 proactivator was 
similarly noted. Immunoglobulins could 
not be detected in the skin biopsy specimen 
or with indirect immunofluorescence using 
the patient’s serum. Nor could complement 
binding activity be demonstrated in the 
serum using a standard indirect method.’ 

Administration of prednisone, 60 mg 
daily, resulted in a prompt cessation of the 
pruritis and eosinophilia, and there was a 
resolution of the eruption, leaving only 
residual pigmentation. The patient was 
delivered of a healthy male infant, and the 
prednisone dosage was rapidly tapered. 
Two weeks postpartum, the patient devel- 
oped a tense bulla 1 cm in diameter on a 
noninflamed base on the left arm and areas 
of urticarial erythema on the trunk. She 
developed occasional vesicles and bullae on 
the extremities for the next month, but the 
entire eruption finally cleared with only 
topically administered steroid therapy. 
Biopsy specimen of a lesion revealed a 
subepidermal bulla consistent with herpes 
gestationis. 


Comment.—We believe that the im- 
munofluorescence technique was very 
helpful in establishing the diagnosis 
of herpes gestationis in the prebullous 
phase of the disease, and thus in 
choosing the appropriate therapy. 
Interestingly, C3 was easily demon- 
strable along the basement membrane 
in clinically normal skin four weeks 
postpartum. Thus, direct immuno- 
fluorescence could prove useful in 
establishing the diagnosis of herpes 
gestationis post facto. This is of 


Strong linear deposition of C3 complement along basement membrane. 
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considerable prognostic value to the 
patient concerning future pregnan- 
cies or the use of oral contraceptives. 
Unfortunately, we were unable to 

confirm the presence of a circulating 
immunoglobulin as in the patient of 
Bushkell et al or the presence of a 
circulating "herpes gestationis fac- 
tor" capable of fixing C3 along the 
basement membrane as reported by 
Provost and Tomasi.’ 

LAWRENCE H. REID, MD 

W. MITCHELL SAMS, JR, MD 

Denver 


l. Bushkell LL, Jordon RE, Goltz RW: Herpes 
gestationis. Arch Dermatol 110:65-69, 1974. 

2. Provost TT, Tomasi TB Jr: Evidence for 
complement activation via the alternate pathway 
in skin diseases. J Clin Invest 52:1779, 1973. 

3. Jordon RE, Sams WM Jr, Beutner EH: 
Complement-fixing antibodies in bullous pem- 
phigoid. J Lab Clin Med 74:548-556, 1969. 


Acariasis Caused by Bird Mites 


To the Editor.-Papular eruptions of 
one of us (A.H.) that occurred repeat- 
edly in early summer from 1971 to 
1974 were attributed to mites of the 
genera Dermanyssus and Ornithonys- 
sus that parasitized gray starlings 
(Sturnus cineraneus Temminck) that 
were living outside the house. 

Report of a Case.—The dermatologist 
lives in a Japanese-style two-story wooden 
house in a southwestern suburb of Tokyo. 
Gray starlings nest every year in the 
shutter box outside his bedroom. On May 
20, 1971, the eggs hatched in this shutter 
box, and the birds left the nest on June 13. 
Pruritus began on June 25, and, at the 
same time, erythematous papules were 
noticed on the thighs and forearms. The 
papules then disseminated, with intense 
pruritus extending over the whole body, 
except for the face and extremities. The 
papules were most densely scattered on the 
upper part of the thigh and abdomen, but 
did not coalesce. Laboratory examinations, 
including peripheral blood cell count and 
blood chemistry studies, gave results that 
were within normal limits. There was no 
blood eosinophilia. Histologically, a slight 
perivascular eosinophilic infiltration in the 
upper part of the dermis was noticed. The 
nest of birds was removed and burnt on 
June 27, since the parasites from the nest 
were suspected as the cause of eruptions. 
Pruritus decreased the next day and 
almost disappeared on July 2. At that time, 
no investigation of the parasites was 
done. 

On June 4, 1972, when the patient 
returned from a meeting in Venice, the 
birds had nested in the same shutter box. 
The eggs hatched on June 8, and itching 
eruptions began on June 16. At this time, 
the skin symptoms remained slight and 
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Dermanyssus hirundinis (original magnifi- 
cation x 100). 


disappeared before long, because he imme- 
diately changed his bedroom to another. On 
June 22, half of the nest was removed and 
examined by one of us (K.A.). From the 
nest, adult females of D gallinae, adult 
males and females of D hirundinis (Fig- 
ure), and adults and larvae of the bird flea 
Ceratophillus gallinae  dilatus were 
found. 

In June 1973, the shutter box of the 
bedroom was closed to prevent the birds 
from entering, and no skin symptoms 
occurred. 

In 1974, the birds nested as before, and 
pruritus began on June 1. At dawn on June 
3, the patient awoke with an itching sensa- 
tion on the face. He examined carefully the 
sheet and pillow, and noticed many trans- 
lucent mites less than 1 mm in size. 
Furthermore, many mites were crawling 
on the tatamis (Japanese mat) around him, 
and thousands of them were attached to 
the window sill adjacent to the shutter box. 
They were identified as O sylviarum, and 
numerous mites of the same species were 
also found on the nest, but neither D 
gallinae nor D hirundinis were recorded. 
Thus, in spite of the similar cireumstances 
and skin symptoms, the causative parasites 
were different from that of the preceding 
year. The flea was not found in specimens 
from the nest. 


Comment.—Several species of avian 
mites seem to cause skin symptoms, 
especially in poultry yards. Bird 
mites that parasitize wild birds may 
penetrate even into private houses to 
infect humans. The following four 
bird mites are considered to be the 
main parasites that cause human 
dermatosis: D gallinae (Dr Geer, 
1778) D hirundinis, O sylviarum 
(Canestrini et Fanzago, 1879),* and O 
bursa (Berlese, 1888). They parasitize 
not only chickens, but also pigeons, 
sparrows, and other domestic and wild 
birds. The skin acariasis is observed 
usually in the nesting season, espe- 
cially after the young birds have left 
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their nests, and the symptoms are 
quite similar among species. 


A. Hipano, MD 
K. ASANUMA, PHD 
Tokyo, Japan 


1. Baker EW, Evans TM, Gould DJ, et al: A 
Manual of Parasitic Mites of Medical and 
Economic Importance: New York, National Pest 
Control Association, 1956, pp 12-33. 

2. Asanuma K: Important families parasitic on 
vertebrates, in Sasa M (ed): Mites: An Introduc- 
tion to Classification, Bionomics, and Control of 
Acarina. Tokyo, University of Tokyo Press, 1965, 
pp 69-81. 

3. De Oreo GA: Pigeons acting as vector in 
acariasis caused by Dermanyssus gallinae (De 
Geer). Arch Dermatol 78:422-429, 1957. 

4. Asanuma K, Kano R, Hayashi S: Notes on 
Liponyssus sylviarum found on Japanese birds. 
Med Sci Biol 15:4-6, 1949. 


Reaction with Ibuprofen in Aspirin 
Sensitivity Through Tartrazine 
Colorant 


To the Editor.—It has been well estab- 
lished that patients who demonstrate 
aspirin intolerance can cross-react 
with a myriad of structurally unre- 
lated and nontherapeutic substances.’ 
Often, these cross-sensitizers remain 
dangerously unrecognized even after 
a detailed history or after consulting a 
readily available reference such as the 
Physicians Desk Reference. Hydrazine 
yellow (tartrazine), a yellow coloring 
for foods and medicinal capsules is an 
increasingly common example of such 
a cross-sensitizer.^ We report a 
patient with “intrinsic asthma,” in- 
cluding aspirin intolerance, who re- 
cently began therapy with ibuprofen 
(Motrin), an orange capsule contain- 
ing tartrazine, in an attempt to alle- 
viate pain associated with osteoarthri- 
tis. 

The patient is a 64-year-old woman 
who had been treated in the Derma- 
tology Clinic at the University of 
Cincinnati Medical Center for atopic 
dermatitis. In addition, the patient’s 
past history revealed adult-onset asth- 
ma, nasal polyps, and an intolerance to 
aspirin as manifested by acute urti- 
caria. She returned recently with a 
complaint of “hives” and generalized 
pruritus. This coincided with ibupro- 
fen administration (200 mg, four 
times a day), prescribed for osteoar- 
thritis. Physical examination revealed 
numerous urticarial plaques distrib- 
uted mainly on the trunk and arms. 
The lungs were clear. 

Because of the orange color of 
ibuprofen, we suspected a cross-sensi- 


tivity of tartrazine in this aspirin- 
sensitive patient which, unfortunate- 
ly, the Physicians Desk Reference did 
not confirm. However, we were 
informed by The Upjohn Co, Kalama- 
zoo, Mich, that tartrazine was indeed a 
component of the capsule. The drug 
was then withdrawn and there has 
been no recurrence of urticaria. 

To confirm the existence of this 
presumed cross-sensitivity in this pa- 
tient, arrangements are being made 
to have the patient rechallenged to 
tartrazine itself. 

We submit this case not only to 
emphasize the potential cross-sensi- 
tivity of ibuprofen and tartrazine- 
containing compounds in aspirin- 
sensitive individuals, but more impor- 
tantly, to advocate the proper identifi- 
cation of such agents in familiar 
references to the practicing physician 
such as the Physicians Desk Reference 
or the package insert. Failure to 
include this type of communication 
might lead to disastrous consequences 
for the patient and regrettable litiga- 
tion for the physician. 

THOMAS G. OLSEN, MD 
MICHAEL FELDMAN, MD 
Cincinnati 


1, Fisherman EW, Cohen GN: Aspirin and 
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484, 1973. 

2. Samter M, Beers RF Jr: Intolerance to 
aspirin: Clinical studies and consideration of its 
pathogenesis. Ann Intern Med 68:975-983, 1968. 

3. Lochey SD: Allergic reactions due to F D 
and C yellow No. 5 tartrazine, analine dye used as 
a coloring and identifying agent in various 
steroids. Ann Allergy 17:719-721, 1959. 


Methoxsalen and Irradiation: 
Treatment for Pustulosis 
Palmaris et Plantaris 


To the Editor.—Treatment of pustu- 
losis palmaris et plantaris frequently 
presents a most difficult problem. We 
have found that the topical or 
systemic administration of methox- 
salen (8-MOP), followed by long-wave 
ultraviolet light irradiation, is effec- 
tive in this disease. 


Materials and Methods.— Two hours af- 
ter each patient received a single oral dose 
of 40 mg of methoxsalen, the lesions were 
irradiated with fluorescent black light 
tubes that emitted from 300 to 430 nm, 
with the maximum at 352 nm. The irra- 
diance at 352 + 5 nm was 1.6 milliwatts/sq 
cm * 10 nm. The light dose was adjusted to 
the erythema and edema response, which 
occurred at about 20 to 60 minutes of 
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Fig 2.—After eight treatments on right foot 
(case 4). Patient received methoxsalen 
orally; left foot was not irradiated. 


irradiation and was approximately equiv- 
alent to 4 minimal erythemal doses on the 
normal back skin. Alternatively, topical 
application of 0.3% methoxsalen ointment 
for two hours was used instead of systemic 
administration of the drug. The treatment 
was repeated once a week. We treated four 
typical patients, ranging in age from 49 to 
63; three were women. 








NUMBER OF TREATMENTS 


Fig 1.—Course of four cases treated with methoxsalen and irradiation. 
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Fig 3.—Apparatus that can irradiate hands 


Results.—This therapy proved to be and feet at same time. 
effective in all cases (Fig 1 and 2). 
Improvement was noted after two or currence rate could not be made. 
three treatments on the palms and Because the treatment took as long as 
after two to five treatments on the 20 to 60 minutes for irradiation, we 
soles. In three cases, the eruption devised a new irradiation apparatus 
disappeared completely after six to that enabled us to treat hands and 
eight treatments; in the other case, feet at once (Fig 3). 


the lesions did not disappear com- NoBUYUKI Mizuno, MD 
pletely, even after 14 treatments. SHIGEO UEMATSU, MD 
Comment.—Because of the short MoniHIDE OHNO, MD 

observation time, conclusions on re- Nagoya, Japan 
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IN CONTACT DERMATITIS 


VALISONE Aerosol 


BEAMEHASONE VALERATE 


Aerosol 0.15% w/w (as betamethasone) 
CLINICAL CONSIDERATIONS: 

INDICATIONS VALISONE Aerosol is indicated, 
solely, for the adjunctive topical management for 
the relief of inflammatory manifestations of acute 
contact dermatitis. 

CONTRAINDICATIONS Topical steroids are con- 
traindicated in tuberculosis of the skin and some 
viral diseases of the skin (vaccinia and varicella). 
Hypersensitivity to any of its components is a con- 
traindication to the use of VALISONE Aerosol. 
This preparation also is contraindicated for use 
under occlusive dressings. 

WARNINGS 

Keep away from eyes or other mucous mem- 
branes. 

Avoid inhaling. 

Avoid freezing of the tissue by not spraying for 
more than 3 seconds, at a distance not less than 
6 inches. 

Contents are under pressure. Do not puncture. 
Do not use or store near heat or open flame. Ex- 
posure to temperatures above 120° F may cause 
bursting. Never throw container into fire or incin- 
erator. Keep out of reach of children. 
PRECAUTIONS If irritation or sensitization de- 
velop with use of VALISONE Aerosol, treatment 
should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. 

If extensive areas are treated, the possibility 
of increased systemic absorption of the cortico- 
steroid exists and suitable precautions should be 
taken. The effects of systemic absorption of 
steroids are reversible. 

Ulceration has been reported in a few cases with 
useoftopicalcorticosteroidsin skinconditions which 
involve impaired circulation (i.e., stasis dermatitis). 

Use in women of childbearing age: Although 
topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of 
their use in pregnant females has not absolutely 
been established. Therefore, they should not be^ 
used extensively on pregnant patients, in large 
amounts, or for prolonged periods of time. 
ADVERSE REACTIONS The following local adverse 
reactions have been reported with topical corti- 
costeroids. 


burning sensations hypertrichosis 
itching acneform eruptions 
irritation hypopigmentation 
dryness skin atrophy 
folliculitis secondary infections 
miliaria striae 


DOSAGE AND ADMINISTRATION The container 
may be held upright or inverted during use. The 
spray should be directed onto the affected area 
from a distance of approximately 6 inches and 
applied for only 3 seconds. 

Apply the medication three to four times a day. 

For more complete details, consult package in- 
sert or Schering literature available from your 
Schering Representative or Professional Services y 
Department, Schering Corporation, Kenilworth, 
New Jersey 07033. SLR 374 
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'FOR CONTACT DERMATITIS ONLY 1 


Cools and soothes hot, oozing, itching lesions... 
easily penetrates hairy areas... 

conveniently treats hard-to-get-at skin surfaces... 
cosmetically elegant—invisible, odorless, 
Stainless. 


See Clinical Considerations section on opposite page... 
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"Her cysts and pustules 
havent resolved.. 
and | want to 
avoid Scarring. 
This could be a case 
j for MINOCIN" 








MINOCYCLINE HCI 


Its your decision clinical evidence 


e © 
confirms your decision 
as an adi unct m It is generally accepted that 
tetracyclines, by suppressing 
growth of C. acnes and inhibiting 
bacterial lipase, are the most ef- 
In Severe acne fective antibacterial adjuncts for 


the treatment of severe acne. 


® gm Recent clinical trials showed 
that 25 of 33 patients with tetra- 
cycline-unresponsive acne vulgaris 


E MINOC 
responded to MINOCIN 


M | N OCYC || N 5 H * Minocycline HCl. 


m Further trials in 7 patients with 
severe tetracycline-unresponsive 
acne vulgaris have corroborated 
these data. Four of these patients 
responded satisfactorily to MINOCIN. 


m Before prescribing MINOCIN, please 
see a summary of product information, 
including Warnings, Precautions and Ad- 
verse Reactions such as CNS side ef- 

/ fects, which appears on next page. 
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MINOCIN: 


on your decision 
in severe acne vulgaris 


CAPSULES 50 mg and 100 mg 
SYRUP 50 mg/5 cc 
INTRAVENOUS 100 mg/vial 





MINOCYCLINE HCI 


W dosage flexibility with b.i.d. and q.i.d. forms 
—200 mg initially, 100 mg q. 12 h. Alternatively, if 
more frequent oral doses are preferred, 2 or 4 50-mg 
capsules may be given initially, followed by one 
50-mg capsule 4 times daily 


High lipid solubility 


Effective against skin and soft tissue infections 
caused by susceptible pathogens¥ including Staph. 
aureus. Tetracyclines are not the drugs of choice in 
the treatment of any type of staphylococcal infec- 
tion. MINOCIN is indicated for treatment of Staphy- 
lococcus aureus skin and soft tissue infections only 
when bacteriologic tests indicate appropriate 
susceptibility to the drug 


E Penetrates skin, muscle, sebum, sweat. Tissue 
penetration is regarded as essential to therapeutic 
efficacy but specific penetration levels have not 
been directly correlated with specific therapeutic 
effects 


B Photosensitivity rarely reported 


B Enamel hypoplasia/tooth staining can occur in chil- 
dren under eight 


ll CNS side effects including lightheadedness, dizzi- 
ness, or vertigo have been reported with MINOCIN. 
Patients who experience these symptoms should be 
cautioned about driving vehicles or using hazardous 
machinery while on minocycline therapy 

*Therapy should not be continued unless bacteriologic 


testing indicates appropriate susceptibility of causative 
pathogens to MINOCIN Minocycline HCI. 





MINOCIN Minocycline HCI 

Oral and Intravenous Brief Summary 

Indications: For the treatment of susceptible infections, e.g., E. coli, D. pneumoniae. For full 
list of approved indications consult labeling 


Contraindications: Hypersensitivity to any tetracycline 


Warnings: Intravenous use, particularly in pregnancy. in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. When need for intensive treatment outweighs 
potential dangers, perform renal and liver function tests before and during therapy; also follow 
serum concentrations. In renal impairment, usual doses may lead to excessive accumulation and 
liver toxicity. Under such conditions, use lower total doses, and. in prolonged therapy, determine 
serum levels. This hazard is of particular importance in I.V. use in pregnant or postpartum 
patients with pyelonephritis. In such cases, the blood level should not exceed 15 mcgm /ml. and 
liver function tests should be made at frequent intervals. Do not prescribe other potentially 
hepatotoxic drugs concomitantly. The use of tetracyclines during tooth development (last half of 
pregnancy, infancy and childhood to the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This is more common during long-term use but has been observed 
following repeated short-term courses. Enamel hypoplasia has also been reported. Tetracyclines 
therefore, should not be used in this age group unless other drugs are not likely to be effective or 
are contraindicated. Photosensitivity manifested by an exaggerated sunburn reaction has been 
observed in some individuals taking tetracyclines. Advise patients apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur, and discontinue treatment at first 
evidence of skin erythema. Studies to date indicate that photosensitivity is rarely reported with 
MINOCIN Minocycline HCI. In patients with significantly impaired renal function, the 
antianabolic action of tetracycline may cause an increase in BUN leading to azotemia, 
hyperphosphatemia, and acidosis. CNS side effects (lightheadedness. dizziness, vertigo) have 
been reported, may disappear during therapy, and always disappear rapidly when drug iS 
discontinued. Caution patients who experience these symptoms about driving vehicles or using 


hazardous machinery while taking this drug. Pregnancy: In animal studies, tetracyclines cross the 
placenta, are found in fetal tissues, and can have toxic effects on the developing fetus (often 
related to retardation of skeletal development). Embryotoxicity has been noted in animals treated 
early in pregnancy. Newborns, infants and children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given oral doses of 25 mg./kg. every 6 hours 
demonstrated a decrease in fibula growth rate, reversible when drug was discontinued 
Tetracyclines are present in the milk of lactating women who are taking a drug in this class 


Precautions: Use may result in overgrowth of nonsusceptible organisms, including fungi. If 
superinfection occurs, institute appropriate therapy. In venereal diseases when coexistent 
syphilis is suspected, darkfield examination should be done before treatment is started and blood 
serology repeated monthly for at least four months. Patients on anticoagulant therapy may 
require downward adjustment of such dosage. Test for organ system dysfunction (e. g., renal. 
hepatic and hemopoietic) in long-term use. Treat all group A beta-hemolytic streptococcal 
infections for at least 10 days. Avoid giving tetracycline in conjunction with penicillin 


Adverse Reactions: Gl: (with both oral and parenteral use): anorexia, nausea, vomiting, diarrhea, 
glossitis, dysphagia. enterocolitis, inflammatory lesions (with monilial overgrowth) in anogenital 
region. Skin: maculopapular and erythematous rashes. Exfoliative dermatitis (uncommon) 
Photosensitivity is discussed above ("Warnings"). Renal toxicity: rise in BUN, dose-related (see 
Warnings '). Hypersensitivity reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylac- 
toid purpura, pericarditis, exacerbation of systemic lupus erythematosus. In young infants 
bulging fontanels have been reported following full therapeutic dosage, disappearing rapidly when 
drug was discontinued. Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia 
CNS: (see "Warnings "). When given in high doses, tetracyclines may produce brown-black 
microscopic discoloration of thyroid glands: no abnormalities of thyroid function studies are 
known to occur 


NOTE: Concomitant therapy: Antacids containing aluminum, calcium, or magnesium impair 
absorption; do not give to patients taking oral minocycline. Studies to date indicate that 
absorption of MINOCIN Minocycline HCI is not notably influenced by foods and dairy products 
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. Terry P. Hadley, MD, Recorder 
Actinic Reticuloid. Presented by 


GUNDULA SCHAUMBURG-LEVER, MD, 
WALTER Lever, MD. 





. ^ A 71-year-old man first noted an erup- 
© tion in the light-exposed areas of his skin 
in September 1973. This process extended 
^ . tø the trunk during the summer of 1974, 
^^ þat during the winter of 1974-1975, it 
= receded to the light-exposed areas of skin. 
In the fall of 1975, he noted generalization 
of the eruption. There was no history of 
ingestion of any drug that might produce 
photosensitivity. 
Examination revealed erythematous and 
violaceous infiltrated plaques on the 
" exposed areas of his face, scalp, neck, and 
, hands. There was a sharp demarcation 





across the back of the neck at the collar 
line. Confluent areas of erythema were 
present over the trunk and extremities. 
Marked lymphadenopathy was noted in the 
groin and axillae areas. 

Mieroscopical examination of two biopsy 
specimens of skin tissue, removed a year 
apart, showed similar findings, including 
acanthosis and a chronie dermal inflamma- 
tory infiltrate with a moderate number of 
eosinophils. There was no evidence of 
Pautrier microabscesses or spongiosis. 


Discussion 


. DR CHARLES McDonaup: Actinic reticu- 
loid was first described by Ive et al in 1969.' 
Most of the specific information on this 

disease will be found in the European 
literature. The disease occurs predomi- 
-. nantly in old men. It has been described in 
cug few men of 40 to 50 years of age, but 
generally it is observed in men over 60. 

There are two distinctly different clinical 

stages, early and late. The patient 

presented here has the late stage of the 
disease. In the early stage of the disease, 
the dermatitis is eezematous and is limited 
to sun-exposed areas, ie, the face, the back 
of the neck, and the upper extremities, 
which show erythema and scaling and 
eause intense pruritus and burning. In the 
late stage of the disease, the patient 
develops a generalized eczematous derma- 
titis, starting from the light-exposed areas. 

Later, the skin becomes lichenified, papu- 

lar, and plaque-like. Papules and plaques 
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may be seen on the sun-exposed skin in 
what one might consider the mid-stage of 
the disease. Most of the early descriptions 
of actinic reticuloid derived from patients 
having no previous history of sensitivity to 
the sun. In the recent literature, about 50% 
of the patients have had some evidence of 
sun sensitivity when they were subjected 
to light testing. 

The histologie findings of the skin and 
the clinieal eourse are the most important 
faetors in the disease. Often, the clinieal 
appearance is like that of mycosis fun- 
goides or other lymphomas. Characteristi- 
cally, there is a benign, dense, dermal 
infiltrate containing a few mitotic cells 
and a large number of eosinophils. The 
eosinophils, as well as the lymphoreticular 
cells, can be seen climbing up into the 
epidermis, forming nonspongiotie vesicles 
that mimie Pautrier microabscesses. How- 
ever, one does not see in the eells of this 
infiltrate the large hyperchromatie folded 
nuclei that are often noted in the cells of a 
mycosis fungoides infiltrate, nor many 
mitoses. In spite of the alarming histologic 
findings, these patients, generally do not 
develop a lymphoma. There has been only a 
single report of an elderly male patient 
with aetinie reticuloid developing a lym- 
phomatous disease; he developed reticulum 
cell sarcoma on the genitalia.” 

Diagnostically, phototesting is impor- 
tant. I recommend that it be done in the 
patient presented here. His generalized 
dermatitis would make phototesting diffi- 
cult; however, when his skin clears, it would 
be easy to do. Patients with actinie reticu- 
loid are sensitive to long-wave ultraviolet 
light, or UVA, and some are also sensitive 
to the violet spectrum of visible light. Most 
of these patients, however, show their 
major light sensitivity at 365 nm. This 
reaction is specific, and in fact, the same 
characteristic histologic lesion can be 
reproduced by exposing a patient or 
subject to 365 nm of light. In the first two 
to four hours after exposure, the eruption 
will appear like the early clinical lesion. 
Within 24 hours, a biopsy specimen will 
show the characteristie dense dermal infil- 
trate in the skin. In 1974, Frain-Bell et al 
reported that at least one third of the 
patients tested have positive photo-patch 
tests.” 

The only treatment that has been 
successful is the complete isolation of these 
patients from all types of lighting except 
ineandescent lighting. Fluorescent lights 
emit long-wave ultraviolet as well as violet 
light.' The best way to treat the patient is 


to place him in a totally darkened room. 
The sunscreens that are now available are. 
not effective. Systemically administered 
corticosteroids are not effective, nor are 
topically applied corticosteroids. | 

In summary, aetinie retieuloid is a 
disease of elderly male patients, and it 
begins in light-exposed areas and even- 
tually involves the entire body. The disease 
characteristically has the histological ap- 
pearance of lymphoma, but it is not. The 
clinical course is not that of a lymphoma, 
and treatment in most of these patients, —— 
other than placing them in a totally . 
darkened room, is ineffective, l d 

Dr JAMES NORDLAND: We reported the 
case of a patient with polymorphous light 
eruption who had a similar spectrum of 
sensitivity to ultraviolet light even when 
he was exposed to normal light, and he was 
also sensitive to UVB. We prescribed 
therapy with a combination of sulisoben- 
zone (Uval) and beta-carotene. Presently, 
he ean tolerate natural sunlight for several 
hours a day. 

Dr McDoNaLp: In most of the cases 
reported, the patients were instructed to 
use topically applied sunscreens rather 
than oral agents, such as beta-carotene. | 
might add that there were rare cases of 
patients who reacted to light in the 
sunburn spectrum of UVB. They are placed 
in a different category called the photosen- 
sitivity group. 

Dr HERBERT Mescon: How do you 
explain the lesions in covered areas? 

Dr McDoNaL»: I do not know. Initially it 
was thought that this disease represented 
a photoallergic-type reaction, but in the 
patients, none of the tests for photoallergy 
were positive. 

Dr BUTLER: How would you differentiate 
actinic reticuloid from the persistent light 
reaetor? 

Dr McDoNaLn: It would be difficult. The 
persistent light reactors do not show the 
same type of histologic reaction in the skin 
and have more of an eczematous ap- 
pearance. Even when cells infiltrate the 
epidermis, one does not see spongiosis. 
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Pseudoxanthoma Elasticum. Presented by 
JAMES A. ZALLA, MD. 


An & year-old girl had lesions on the neck 
since age 4. There was no family history of 
similar lesions. The biopsy specimen had 
mid-dermal changes characteristic of pseu- 
doxanthoma elastieum. Results of a de- 
tailed eye examination were normal. 


Pseudoxanthoma Elasticum With Alope- 
cia Areata and Vitiligo. Presented by 
GERALD Reiter, MD. 


. A 33-year-old woman had characteristic 
lesions on the neck. of unknown duration. 
She has had intermittent episodes of 
vomiting coffee-ground material since the 
fall of 1975. A gastrointestinal x-ray series 
showed only a hiatal hernia. Results of an 
eye examination disclosed angioid streaks 
with encroachment on the macula. A biopsy 
specimen showed changes characteristic of 
pseudoxanthoma elasticum. 


Discussion 

DR ZALLA: The fact that angioid streak- 
ing is not present now is no assurance that 
it will not develop later. 

Dr Reirer: The patient has a medley of 
conditions associated with pseudoxantho- 
ma elasticum. In the alopecia areata on the 
posterior area of the neck, there were no 
lesions of pseudoxanthoma elasticum. Vit- 
iliginous areas did not contain pseudoxan- 
thoma elasticum. Angioid streaking en- 
croaching on the macula does not make 
prognosis good in regard to blindness. 


Tuberous Sclerosis: The Problem of 
Genetic Counseling. Presented by 
ALVIN H. Niemer, MD. 


A 4%-year-old woman had multiple 
lesions on the face with some telangiecta- 
sia, a hypopigmented lesion on the left 
thigh, and thickened skin on the left side of 
the back. She also had multiple periungual 
fibromas and nail dystrophy. Her father 
had both the facial lesions and the thick- 
ened skin on his back, and her older brother 
has orange-skin lesions on his back. Two of 
his six children are affected as well as 
several of his grandchildren. An older 
sister has facial lesions, periungual tumors, 
and nail abnormalities. À younger brother 
has thickened skin on the back, and one of 
his children has epilepsy. The patient's own 
21-year-old daughter is affected; charac- 
teristic facial lesions developed at age 13 
years, and a seizure disorder that she has 
outgrown developed at age 5. 
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Discussion 

Dr Harry Fox: The periungual fibromas 
of tuberous selerosis extend deeply, often 
down to the periosteum. Dermatologists 
should not attempt this type of surgery 
unless they are prepared for deep remov- 
al. 

Dr MAURICE FLIEGELMAN: Tuberous scle- 
rosis is a complex developmental dysplasia 
inherited as a single, autosomal dominant 
gene, and it shows great variability of 
expression even within a single family. 
Sinee fertility is considerably reduced, 
transmission through more than two gen- 
erations is rare, and many cases are the 
results of new mutations. It is up to the 
attending dermatologist to explain to the 
patient or parent that only 50% of his or 
her progeny might be affected and that 
each new pregnancy presents new risks so 
that in many instances it would take many 
children to have a 50-50 ratio of involved 
children and uninvolved children. In any 
event the patient or his or her family, or 
both, must make the decision to have or 
adopt children or not to have children at 
all. 

DR ALVIN NiEMER: The most important 
aspect of this case was the lack of commu- 
nication with the patient when she was 
young and about to be married. 


Broad-Band Lichen Striatus. Presented by 
SMITH GIBSON, MD. 


A 10-year-old boy had lesions on the 
posterior area of the thigh and the leg for 
the past six months. On the left mesial 
gluteal area, there were multiple broad- 
band lichenoid papulosquamous lesions 
approximately 6 to 8 cm in width. Down the 
posterior area of the thigh to the lateral 
part of the leg and the dorsal area of the 
foot to the base of the second and third 
toes, the lesions were the characteristic 
thin streaks of lichen striatus. A biopsy 
specimen taken from one of the broad- 
band lesions on the thigh showed irregular 
acanthosis with intermittent hyperkera- 
tosis and parakeratosis. The papillary 
dermis showed edema and capillary dilata- 
tion with infiltration of lymphocytes deep 
into the dermis and about the sweat 
glands. 


Discussion 

Dr Gipson: The important feature of this 
patient is the fact that he is a boy, and 
lichen striatus is much more common in 
girls. Unlike the usual thin streaks, there is 
an extensive area of lesions on the buttock. 
Biopsy specimens help to differentiate this 
linear condition from the other dermato- 
logic lesions that usually have to be consid- 
ered. 
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DESCRIPTION 
Synemol has the chemical name óa, 9a- 
difluoro-16a-hydroxyprednisolone-16, 17- 
acetonide. 

The vehicie is a water-washable aque- 
ous emollient base of steary! alcohol, 
cetyl alcohol, me D DOPTANS gly- 


am 


col, sorbitan monostearate, polyoxyet 
Misa sorbitan monostearate and citric 
acid. 


INDICATIONS 


For relief of the inflammatory manifesta- 
eds of corticosteroid-responsive derma- 
oses. 


CONTRAINDICATIONS 


Topical steroids are contraindicated in 
vaccinia and varicella. Topical steroids 
are contraindicated in those patients 
with a history of hypersensitivity to any of 
the components of the preparation. 


PRECAUTIONS 


If irritation develops, the product should 
be discontinued and appropriate ther- 
apy instituted. 

in the presence of an infection the use of 
an appropriate antifungal or antibacte- 
rlal agent should be instituted. 

If a favorable response does not occur 
promptly, the corticosteroid should be 
discontinued until the infection has been 
adequately controlled. 

If extensive areas are treated or if the 
occlusive technique is used, the possibil- 
ity exists of increased systemic absorp- 
tion of the corticosteroid and suitable 
precautions should be taken. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use In preg- 
nant females has not absolutely been 
established. Therefore, they should not be 
used extensively on pregnant patients, 
in large amounts, or for prolonged peri- 
ods of time. 


This product is not for ophthalmic use. 


ADVERSE REACTIONS 


The following local adverse reactions 
have been reported with topical corti- 
costeroids: burning, itching, Irritation, 
dryness, folliculitis, hypertrichosis, acne- 
form eruptions, hypopigmentation. 


The following may occur more oa 
ly with occlusive dressings than without 
such therapy: maceration of the skin, 
na p dd nfection, skin atrophy, striae, 
miliaria. 


HOW SUPPLIED 

Synemol'M Cream 0.025% 

15 and 60 g tubes 

This preparation is available on prescrip- 
tion only. 
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SYNTEX LABORATORIES, INC. 
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Soothing. 
Moisturizing. 
Preservative-free. 
Especially useful 
when dryness 
is a complication. 
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Halotex stops 


haope usually 


Proven in tinea pedis. 





Comparative efficacy of Haloprogin and a leading topical antifungal agent in tinea pedis: 


D No. of Patients Improved After Maintained Improvement 
E Treated 27 Days Rx | 8 Days Post-Rx __ did 
5219 | 








| Haloprogin must = pag ia 56 N.S. 
1% Tolnaftate 20 | 















No. of Patients Negative After Maintained Negative 
Pr t x ss Treated 27 Days Rx 8 Days Post-Rx 
1% Haloprogin - 62 56-2 50 P 0.001 


1% Tolnaftate- 20 12 5 





No. of Patients Negative After Maintained Negative 
Mui a Treated 27 Days Rx 8 Days, Post-Rx 
= 1% Haloprogin 52 MT. 41 P<0.01 
1% Tolnaftate 17 11 7 


** Final cure rate comparing haloprogin and tolnaftate therapy. 





Pre-Treatment After 4 Weeks of Treatment After 6 Weeks of Treatment 


Halotex has been proven in other tineas; 
tinea cruris, tinea corporis, tinea manuum, and tinea versicolor. 


tinea in its tracks, 
with one R. 


Consider the many benefits of 
Halotex when you next write for 
a topical antifungal agent. 


* Effective: Proven against most 
common tinea pathogens. 


* Proven: In 1,062 patients, only 29 


reported either itching or burning 


associated with application? 


* Economical: Priced with patient 
economy in mind. 


Halotex provides controlled therapy, Rx only. It is available in both liquid and cream 
forms packaged in 30 g tubes for cream and in 30 ml bottles of liquid... adequate 
dosage for full treatment periods. A 10 ml bottle of liquid is available for small areas. 
It is a single entity product, nongreasy, nonstaining. 


Halotex (haloprogin) 


1% Cream/Solution 


One E is usually enough. 
LUESTWIOOD 


1. Carter, Vernon H.: Current Therapeutic Research, Vol. 14, No. 6, June 1972, pp. 307-310. PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario KBN5E9 


2. Data on file Westwood Pharmaceuticals Inc. 
See next page for full prescribing information. 






(haloprogin) 
| 1% Cream/Solution 
Caution: Federal law prohibits 


: .. dispensing without prescription. 


CU Description: Halotex cream provides 1% halo- 
>: progin in a water-dispersible, semi-solid 
c. «ream base, Each gram contains 20 mg. halo- 

^ progin solubilized in polyethylene glycol 400, 
>=. polyethylene glycol 4000, diethyl sebacate 
.. and polyvinylpyrrolidone. Halotex solution 
^ provides 1% (10 mg. per ml.) haloprogin in a 
-homogeneous vehicle of diethyl sebacate and 
^ alcohol. 


| a Action: Halotex is a synthetic antifungal agent 
for the treatment of superficial fungal infec- 
- tions of the skin. 


Indications: Halotex cream and solution are 
indicated for the topical treatment of tinea 
pedis, tinea cruris, tinea corporis and tinea 
manuum due to infection with Trichophyton 
rubrum, Trichophyton tonsurans, Trichophy- 





co: ton mentagrophytes, Microsporum canis, and 


Epidermophyton floccosum. It is also useful 


in the topical treatment of tinea versicolor 
due to Malassezia furfur. 


Contraindications: Halotex preparations are 
contraindicated in those individuals who have 
shown hypersensitivity to any of the com- 
ponents. 


Warning: USAGE. IN PREGNANCY —Safety 
for use in pregnancy has not been established. 


Precautions: In case of sensitization or irrita- 
tion due to Halotex cream or solution or any 
of the ingredients, treatment with these prep- 


-. "rations should be discontinued and appro- 


priate therapy instituted. 

If a patient shows no improvement after four 
weeks of treatment with Halotex cream or 
Solution, the diagnosis should be redeter- 
mined. in mixed infections where bacteria or 
nonsusceptible fungi are present, supplemen- 
tary systemic anti-infective therapy may be 
: Indicated. 


For external use only. KEEP OUT OF EYES. 


Adverse Reactions: Reactions reported in- 
clude: (1) local irritation, burning sensation, 
vesicle formation, and (2) increased macera- 
tion, pruritus or exacerbation of pre-existing 
lesions. 


Dosage and administration: Halotex cream 
and solution should be applied liberally to the 
affected area twice daily for two to three 
weeks. Interdigital lesions may require up to 
four weeks of therapy. 


How Supplied: Halotex* cream 1% (10 mg. 
per g.) 30 g. collapsible aluminum tube NDC 
0072-7130-02. 

Halotex® solution 1% (10 mg. per mi.) 10 ml. 


. "polyethylene bottle with controlled drop tip 
» NDC 0072-7210-02 and 30 mi. polyethylene 


5e bottle with controlled drop tip NDC Dore 


^. 7230-02. 
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WESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
in Canada, Belleville, Ontario KBN 1E2 
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American Medical Association : 
535 North Dearborn : 
Chicago, Illinois 60610 Price e 
(312) 751-6000 M Including e 
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O Two Forms OP-408 1,000 28.00 . 
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Accepted by Medicare, Commercial Carriers, 
Plans, and many states for Medicaid. 


many Blue Shield 


Developed by the AMA in cooperation with carriers, government 


agencies, and other groups, this form is the most current and 
most widely used claim reporting form available. It significantly 


reduces the time and cost of claims reporting. Note: A number of 
private firms are marketing an outdated, more expensive version of 
this form. To be certain you are using the most current and 
acceptable form to third party insurers, we encourage you to use 


the official AMA form. Order today. 


* ... the combination of benzoyl peroxide 
and sulfur acts predominantly at a deeper 
level, closer to the site of acne pathology." 


Histological studies by Vasarinsh have demonstrated the beneficial effect of benzoyl peroxide and sulfur in 
acne therapy and have attributed their activity to a combination of mechanisms, "notably the induction of 
dermal vascular and lymphocytic response, in addition to previously established antibacterial and oxidative 
properties." This research and published clinical evaluations of benzoyl peroxide/sulfur therapy** have 
demonstrated consistently good to excellent results with minimal side effects.‘ 


Until now, you have found it necessary to prescribe benzoyl peroxide and sulfur in formulations prepared 


by the pharmacist. Now, there's Sulfoxyl? 


New SULFOXYL 


SULFOXYL LOTION provides you with a preformulated, 
n iption benzoyl peroxide/sulfur topical in two strengths. 

is potent keratolytic/oxidant combination completes the 
spectrum of benzoyl peroxide topicals for acne and, in many 
cases, may well provide the foundation for your patient's 
topical therapy. Professional samples on request. 


COMPOSITION: Sulfoxyl Lotion Regular contains 5% 
benzoyl peroxide and 2% sulfur in a lotion base formulated 
with polyethylene glycol, stearic acid, glycerol monostea- 
rate, isopropyl palmitate, propylene glycol, zinc soap and 
purified water. 


Sulfoxyl Lotion Strong contains 10% benzoyl peroxide and 
5% sulfur in a lotion base formulated with polyethylene 
glycol, stearic acid, glycerol monostearate, isopropyl pal- 
mitate, propylene glycol, zinc soap and purified water. 


INDICATIONS: Use as a topical aid in the treatment of 
acne. 


DOSAGE AND ADMINISTRATION: After cleansing the 
skin, smooth Sulfoxyl Lotion gently into the affected areas, 
once daily for three days. If no discomfort is felt, frequency 
of application can then be increased to twice daily. The 
amount of drying and desquamation can be modified by 
adjusting the dosage schedule. 


CONTRAINDICATIONS: Patients with a known sensi- 
tivity to benzoyl peroxide, sulfur or any of the other formu- 
lation ingredients should not use these medications. 


PRECAUTIONS: For external use only. Avoid contact 
with eyes, mucous membranes and sensitive areas of the 
neck. Notify physician if excessive dryness or irritation 
occurs or increases. 


Keep from heat. 


CAUTION: May bleach fabrics. Patients should be warned 
that these formulations may bleach colored linens, towels 
and apparel. 


Keep this and all drugs out of the reach of children. 


CAUTION: Federal law prohibits dispensing without pre- 
scription. 


U.S. Pat. No. 3535422 


1. Vasarinsh, P., Arch. Derm.. 98:183-187, 1968. 

2. Pace, W. E, Canad. Med. Assn. J., 93:252-254, 1965. 

3. Kirton, V. and Wilkinson, D. S., Practitioner, 204:683, 1970. 

4. Wilkinson, R. D., Adam, J. E., Murray, J. J. and Craig, G. E., 
Canad. Med. Assn. J., 95:28-29, 1966. 
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Acne-Aid" 


detergent soap 


for oily skin 


effective, easy-to-use therapy 
for your acne patient. 


You encourage your acne patient to wash 
frequently and thoroughly. Recommend- 
ing a special, therapeutic soap can 
strengthen that part of your acne regimen 
by helping to insure patient cooperation 
and by providing enhanced cleansing for 
the oily skin. 


Acne-Aid9 detergent soap is the specific 
soap for this important treatment step. 
Patient acceptability begins with the psy- 
chologically correct name and it's sustained 
by the excellent cosmetic qualities of the 
rich-lathering blend of neutral soap and 


surfactants, the clean feeling after use and 
the generous bar size. Therapeutically, 
Acne-Aid gently and effectively cleans and 
degreases oily skin in preparation for 
other topical agents you prescribe. Acne- 
Aid detergent soap. Effective, easy-to-use 
therapy for your acne patient. Supplied 
in 4.1 oz. bars. Professional samples on 
request. 


X STIEFEL 
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Dermatology Section Meeting.—At 
the annual convention of the Amer- 
ican Medical Association, Dallas, June 
26-30, 1976, the Dermatology Section 
. meeting will include courses on cuta- 
-. neous surgery for the dermatologists, 
~a refresher course in dermatopathol- 
 ogy, a "live" ease presentation for 
: dermatologists, and a course in der- 
 matology for the nondermatologists. 
. In addition, there will be a sympo- 
^... sium on the practice and progress in 
the treatment of diseases transmitted 
.. by sexual contact and a symposium on 
-occupational dermatology. A new fea- 
ture this year will be a symposium on 
© . advances in therapy of skin diseases. 
|. Also, there will be general papers on 
“e dermatological subjects and a special 
^ leeture on xanthomas and disordered 
cellular cholesterol metabolism. 

- On Sunday evening, June 27, 1976, 
there will be a no-host cocktail, buffet 
dinner, with a guest speaker, for 
dermatologists only at the Faeulty 
Club of the University of Texas 
Southwestern Medieal School. 

The program director for the meet- 
ing is Dr George Hambrick, Johns 
Hopkins University Medical School, 
Baltimore, Md. 

cou For further information, contact 
-< Coleman Jacobson, MD, Chairman, 

Section Council on Dermatology, 3707 

Gaston Ave, Dallas, TX 75246. 












‘Teaching Slides Available.—The Task 
orce on Learning Resources of the 
ational Program for Dermatology 
has prepared another collection of 
. clinical teaching slides. The third set 
of 50 slides comprising a broad collec- 
tion of pediatric dermatoses is now 
available. The fee for these slides is 
$35 plus postage and handling 
charges. The first two sets of 50 slides 
each on cutaneous manifestations of 
systemic diseases and some common 
dermatoses, respectively, are now 
available at the same charge. Those 
interested can obtain these sets 
direetly from the Institute for Derma- 
logic Communication and Education 
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at 2785 Jackson St, San Francisco, CA 
94115. Billings for the slide sets will be 
made directly by the institute after 
orders have been placed in the mail. 


Research Training Fellowship 
Award.—The Society for Investigative 
Dermatology is pleased to announce 
that it will again offer research 
fellowship awards. These are designed 
for individuals embarking on academ- 
ic careers who wish to spend one or 
more years working primarily in basic 
research. This training must be 
obtained under the guidance of a 
sponsoring investigator. The fellow- 
ships are not intended to support indi- 
viduals who have substantial teaching 
and/or patient care commitments. 
The award will provide a stipend of 
$15,000 per year. 

Applieations may be obtained from 
W. Mitchell Sams, Jr, MD, Secretary- 
Treasurer, Society for Investigative 
Dermatology, Department of Derma- 
tology, North Carolina Memorial Hos- 
pital, Chapel Hill, NC 27515. 

Deadline for submitting applica- 
tions is Oct 1, 1976. Awards will be 
announced by Dec 15, 1976, and may 
commence any time between Jan 1 
and July 1, 1977. 


Annual Meeting.—The West Coast 
Allergy Society's 15th Annual Scien- 
tific Meeting will be held Oct 7-9, 1976, 
at the Washington Plaza, Seattle. For 
further information, contaet William 
H. Wilson, MD, Chairman, Program 
Committee, West Coast Allergy Socie- 
ty, 2164 SW Park Place, Portland, OR 
97205. 


Second National Course.—The Sec- 
ond National Course on Advances in 
Biological Research Applied to Der- 
matology will be held under the 
auspices of the Italian Society of 
Dermatology and Syphilology and of 
the European Society for Dermatolog- 
ical Research. The course will be given 
in the lecture theater, Cairoli College, 
Piazza Cairoli, Pavia, Italy, Sept 14-18, 
1976. Registration for the course will 
be opened to a limited number of 
graduates. Registration deadline is 
July 31, 1976. The course fee is 50,000 
lira (about $75). During the next few 
months, the detailed program will be 
published. For registration and furth- 
er information, write to Dr D. Ceri- 
mele, Clinica Dermatologica dell'Uni- 
versita, Policlinico San Matteo, 27100 
Pavia, Italy (phone 21633). 





1977 Conference.- The Egyptian So- ` 
ciety of Dermatology and Venereol- 
ogy in Association With the Pan Arab -© 
and Middle East Dermatological Asso- - 
ciation announce a conference that - 
will be held in Cairo, Egypt, Feb 20-24, 
1977. The president is Prof Dr M. El 
Zawahry. A symposium on psoralens 
in dermatology, the chairman of 
which is Prof Dr A. M. El Mofty, will 
be held on Feb 24, 1977. 

Dermatologists from different parts 
of the world are invited to attend or 
to participate, or to do both, in this - 
conference. A session on venereology. . 
and andrology will be included in the 
program. The official languages will. 
be English, French, German, and . 
Arabic. Pu 

Applications should be submitted _ 
before Oct 31, 1976, and forms may be 
obtained from the secretary-general, . 
Prof Dr H. El Hefnawi, Dar El 
Hekma, 42, Kasr El Aini St, Cairo, . 
Egypt. ; 


Meeting.—The Louis A. Duhring 
Centennial Celebration-Ninth Annual- 
Meeting of the Pennsylvania Acade- 
my of Dermatology will be held at the 
University of Pennsylvania, Depart- 
ment of Dermatology (chairman, 
Walter B. Shelley, MD, PhD), Chil- - 
dren's Hospital of Philadelphia, and 
the Hilton Hotel, Philadelphia, Sept 
16-19, 1976. The meeting will celebrate 
the 100th anniversary of the appoint- 
ment of Louis A. Duhring to profes- 
sorship at the University of Pennsyl- 
vania. Duhring, called the pathfinder 
of American dermatology, is credited 
with describing dermatitis herpeti- 
formis and pruritus hiemalis. | 

The annual lectureship will be given _ 
by Walter C. Lobitz, Jr, MD, professor 
and chairman, Department of Derma- 
tology, University of Oregon Health 
Science Center. Major addresses will 
be given by John M. Shaw, MD, presi- 
dent-elect of the American Academy - 
of Dermatology, and William P. - 
Jordan, Jr, MD, associate professor of 
dermatology, Medical College of Vir- 
ginia. 

The Pennsylvania Academy of Der- 
matology invites nonmember derma- 
tologists, other interested physicians, 
and health science personnel to partic- . 
ipate. Please communicate with Jo- .. 


seph A. Witkowski, MD, Secretary 
Treasurer, Pennsylvania Acaden 
Dermatology, 3501 Ryan. A 










adelphia, PÀ 19136, or teleph 
at (215) 332-0438. — 





. Reference Sera Available for Antibod- 


;U c jes.—Reference sera for antinuclear 


antibodies, smooth-muscle mitochon- 
drial antibodies, two types of thyroid 
antibodies, and other tissue antibodies 
detected by immunofluorescence tests 
are available for laboratory directors 
and responsible laboratory workers 
through the International Service for 
Immunodermatology ^ Laboratories 
(ISIL), a nonprofit foundation. One of 
the objectives of the ISIL is to assist 
responsible laboratory workers to 
achieve more reproducible and reliable 
clinical laboratory tests in the diag- 
nosis of autoimmune diseases. 

The following four groups of refer- 
ence sera are available: (1) antinuclear 
antibodies, (2) smooth-muscle and mi- 
tochondrial antibodies, (3) thyroid cell 
and thyroglobulin antibodies, and (4) 
pemphigus and pemphigoid antibod- 
ies, le, antibodies to intercellular and 
basement membrane antigens of skin 
and mucous membranes. 

Responsible laboratory workers 
may request sets of sera from any of 
these groups. A handling charge of 
$25 is made for each group requested. 
Requests may be made for groups of 
coded or uncoded sera. 

Coded sera include four samples 
identified by code number only and 
one reference serum that is identified 
in terms of the type of antibody it 
contains and its titer. As soon as the 
results are sent to the ISIL, a report of 
findings of a group of reference labo- 
ratories with the same sera is sent to 
the responsible laboratory worker. 

Uncoded sera include three samples 
that are identified in terms of the 
type of antibodies they contain and 
their titers. Both coded and uncoded 
sera are supplied with directions on 
how to do the test. 

For further information on these 
materials, write to ISIL, $219 Sher- 
man Hall, State University of New 
York at Buffalo, Buffalo, NY 14214. 


1976 AAD Patch Test Tray.—The 
1976 Standard Screening Patch Test 
Tray from the American Academy of 
Dermatology is available to all AAD 
members. Those members who did not 
register for the new and revised 1976 
edition at the AAD Meeting in San 
Francisco may register with William 
P. Jordan, Jr, MD, Secretary-Trea- 
surer, North American Contact Der- 
matitis Group, Box 296, Medical 
College of Virginia, Richmond, VA 
23298. 
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Pacific Dermatologic Association Es- 
say Contest.—The 28th annual meeting 
of the Pacific Dermatologic Associa- 
tion will be held in Scottsdale, Ariz, 
Oct 24-28, 1976. Each year, the Pacifie 
Dermatologie Association encourages 
young dermatologists to submit es- 
says on original work. The Nelson 
Paul Anderson Memorial Essay Con- 
test is open to all physicians who are 
in graduate dermatologie training or 
who are not more than five years from 
completing such training. Essays may 
be submitted by physicians residing in 
the geographical area of the Pacific 
Dermatologic Association: the west- 
ern United States (California, Oregon, 


Alaska, Nevada, Washington, Idaho, 


Utah, Arizona, Hawaii, Montana, 


Wyoming, Colorado, New Mexico) | 


British Columbia and Alberta, Can- 
ada; Mexico; Australia; New Zealand; 
Japan; and the Philippines. The win- 
ning essayist will receive a cash prize 
of $500, and his expenses will be paid 
to the next annual meeting. Essays 
will be judged on the following consid- 
erations: (a) originality of idea; (b) 
potential importance of work; (c) eval- 
uation of results; (d) experimental 
methods and use of control; and (e) 
clarity of presentations. Six copies of 
the essay shall be submitted under a 
nom de plume, with no information in 
the paper that will lead to recognition 
by the judges of the institution or 
clinic where the work was done. The 
essay with nom de plume shall be 
accompanied by a plain sealed enve- 
lope enclosing the name and address 
and nom de plume of the author. 
Entries must be received by the secre- 
tary, Jack E. McCleary, MD, 4955 Van 
Nuys Blvd, Sherman Oaks, CA 91403, 
no later than Aug 1, 1976. 


Identification of the 50 Common 
Dermatoses.—There will be a two-day 
seminar on the identification of the 50 
common dermatoses at the University 


of California School of Medicine in | 
San Francisco on Jan 14 and 15, 1977. 


This course is designed to review the 
practical identification and treatment 
of the 50 common dermatoses that 
account for 95% of dermatologic 


diseases. The course is designed for | 
general | 


internists, pediatricians, 
physicians, and others involved in 
primary medical care. For informa- 
tion, write Extended Programs in 
Medical Education, University of Cali- 
fornia, 3rd and Parnassus Ave, San 
Francisco, CA 94148 or call (415) 666- 
4251. 
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BENISONE* GEL 

(betamethasone benzoate) Gel 0.025% 
CAUTION: Federal law prohibits dispen- 
sing without prescription. 

Benisone Gel contains the active fluori- 
nated steroid compound, betamethasone 
benzoate, the 17-benzoate ester of beta- 
methasone. 

Each gram of 0.025% Gel contains 0.25 
mg of betamethasone benzoate in a spe- 
cially formulated gel base consisting of 
13.8% (w/w) alcohol, carboxyvinyl poly- 
mer, propylene glycol, disodium edetate, 
diisopropanolamine and purified water. 
The gel is self-liquefying, clear, grease- 
less and nonstaining. The active ingredi- 
ent is completely solubilized and remains 
in the clear film without crystallization 
after evaporation of volatile substances. 
Indications. Benisone Gel (betametha- 
sone benzoate) is intended for relief of the 
inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 
Contraindications. Topical steroids are 
contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. Topi- 
cal steroids are contraindicated in those 
patients with a history of hypersensitivity 
to any of the components of the prep- 
aration. 

This preparation is not for ophthalmic 
use. 

Precautions. If irritation develops, the gel 
should be discontinued and appropriate 
therapy instituted. 

in the presence of an infection, the use 
of appropriate antifungal or antibacterial 
agents should be instituted. If a favorable 
response does not occur promptly, the 
corticosteroid should be discontinued un- 
til the infection has been adequately con- 
trolled. If extensive areas are treated, or if 
the occlusive technique is used, the possi- 
bility exists of increased systemic absorp- 
tion of the corticosteroid, and suitable 
precautions should be taken. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been es- 
tablished. Therefore, they should not be 
used extensively on pregnant patients, or 
in large amounts, or for prolonged pe- 
riods of time. 

Due to the alcohol content of the ve- 
hicle, Benisone Gel may cause mild, tran- 
sient stinging without irritation if used on 
excoriated skin. 
Adverse Reactions. The following local 
adverse reactions have been reported with 
topical corticosteroids: burning sensa- 
tions, itching, irritation, dryness, follicu- 
litis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneform eruptions 
and hypopigmentation. 
Dosage and Administration. Apply to af- 
fected areas 2 to 4 times daily as needed. 
Supplied. Benisone Gel is supplied in 
15 gm (N 0047-0280-15) and 60 gm (N 
0047-0280-60) tubes. 
STORE BETWEEN 59° and 86° F (15° 
and 30° C). 

Full information is available on request. 

BE-GP-61-4/C 


WARNER/CHILCOTT 
Division of Warner-Lambert Company 
Morris Plains, New Jersey 07950 
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Benisone Gel designed specifically for enhanced penetration in the treatment of 
steroid-responsive dermatoses. Its special gel vehicle works with the skin to ensure 
rapid-pereutaneous absorption without occlusion. Benisone Gel is paraben-free, 
cosmetically elegant, and cools on contact. Economical in cost and coverage, too. 


- Benisone Gel 
(betamethasone benzoate) 0.025% 


LU Stes 








p >, E Miar RA 
- fen T“ 3 |. n 
7 USE A Ir abd SW Vide 
Vo rin E UAE UNS 


DesquamxX_ 


topical side of 
nes control 


the 
Cac 





id eee 


«Sr? 
ES e = a 


FOE me LET S EPA 1: TECTA 
696 Polyoxyethylene Lauryl Ether) 
effectively helps control cutaneous Coryne- 
bacterium acnes as it dries and desquamates 
acne skin. Its unique hydro-alcoholic gel 
with 5.5 pH facilitates penetration into the 
follicular orifice to help control C. acnes. 
Desquam-X can be used concomitantly with 
most topical and systemic agents. It is indi- 
cated for acne grades l, Il, and selected cases 
of grade lll. 
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Outstanding patient acceptance is one of 
many Desquam-X benefits. The non-perfumed 
stiff gel vehicle is easy to apply and leaves 
no visible residue. 


In vivo testing* of 14-day Desquam-X appli- 
cations revealed an up to 6696** reduction of 
free fatty acids and an up to 90% elimination 
of cutaneous C. acnes on test sites. Addi- 
tional clinical studies report patients virtually 
free of sensitization and undue irritation? 


“Information on file at Westwood Pharmaceuticals Inc. and available upon request. 


“Using the 10% concentration, and up to 52% with the 5% concentration. 


©1975 W P Inc 


Please see complete prescribing information on adjacent page. 





DesquamX? oc sors seo 
DesquamX® „o ... ..... 


CONTENTS: Desquam-X 5 contains 596 
Benzoyl Peroxide, 6% polyoxyethylene 
lauryl ether, 37% ethyl alcohol, carbomer 
940, di-isopropanolamine, disodium 
edetate and water. 


Desquam-X 10 contains 10% Benzoyl 
Peroxide, 6% polyoxyethylene lauryl ether, 
37% ethyl alcohol, carbomer 940, di- 
isopropanolamine, disodium edetate and 
water. 


INDICATION: A topical aid for the control 
of acne vulgaris. 


ACTION: Provides the desirable drying 
and desquamation needed in the topical 
treatment of acne. Desquam-X has been 
demonstrated to have anti-bacterial effects, 
especially against Corynebacterium acnes. 


DIRECTION FOR USE: After washing as 
instructed, rub Desquam-X into affected 
areas twice daily. In fair-skinned individuals 
or under excessively dry atmospheric 
conditions it is suggested that therapy be 
initiated with one application daily. The 
desired degree of drying and peeling can 
be obtained by modification of the dosage 
schedule. 

CONTRAINDICATIONS: Not to be used in 
patients known to be sensitive to any 
ingredient of Desquam-X. 
PRECAUTIONS: Avoid contact with eyes 
and mucous membranes. For external 

use only. Keep this and all medication out 
of the reach of children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 oz. 
(42.5 gm.) 


CAUTION: Federal law prohibits 
dispensing without prescription. 


LLIESTUIOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario KBN1E2 
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Books 


Acne: Morphogenesis and Treatment, by Gerd 
Plewig, MD, Albert M. Kligman, MD, PhD, 333 
pp, 110 illus, $50.40, New York, Springer-Verlag 
New York Inc, 1975. 

This extraordinary volume presents 
a unique picture of acne: photographie 
and conceptual. 

The color close-ups are more than 
magnificent. The medical photogra- 
pher (mainly the senior author) and 
the publisher deserve high praise for 
their attention to the standards of 
excellence. The book would be worth 
owning if they had stopped with the 
illustrations. 

They describe the morphology, 
pathogenesis, and treatment of this 
all too common disease in a unique 
style; the treatise is their personal 
statement, based largely on their 
work and that of their collaborators. 
Most statements are direct; few para- 
graphs leave the reader unaware of 
the authors' stand on the scientific 
issues. Their personal style, which I 
hope will set a trend for others to 
follow, makes for enjoyable, painless, 
and instructive reading. 

The book is nominally priced for 
what it offers, presumably because of 
several financial contributions. Every 
dermatologist should have his own 
copy; it will be enjoyed. 

Howarp I. MaiBACH, MD 
San Francisco 


Urban Entomology, by Walter Ebeling, 695 pp, 
with illustrations, $27.50, Richmond, Calif, Uni- 
versity of California, 1975. 

Rarely does such a useful book come 
along, one that is also most readable 
and extremely helpful not only to 
dermatologists but to any physician 
who has to give advice about insects 
and other pests. 

Urban Entomology by Walter Ebe- 
ling is a real gem. Dr Ebeling is 
professor of entomology and an ento- 
mologist in the experimental station 
at UCLA. He has authored and co- 


authored many entomology papers 
and in 1959 published a book, Subtrop- 
ical Fruit Pests. 

This remarkable book has just been 
published and contains 695 pages, 
with 14 chapters. There are 391 very 
clear and informative black and white 
photos and 107 most exceptional and 
instructive color photos. The print is 
very readable, printed on high-grade, 
glossy paper. There are 49 pages of 
references and 25 pages of thorough, 
easily read index. 

This work is concerned with pests in 
the urban community and includes 
those of publie health importance. 
Among the principal groups consid- 
ered are termites, cockroaches, mos- 
quitoes, flies, gnats, fleas, ants, wasps, 
spiders, pests of fabrics and of food in 
pantries, and rodents. 

The author comments freely on the 
published and cited findings of over 
1,800 investigators and records the 
results of a vast amount of his own 
original research in laboratory and 
field. 

In addition to insects, arthropods, 
snakes, mammals, and birds are fully 
treated in their roles as urban pests, 
with special attention to the first-aid 
and later care of venomous stings and 
bites. 

Some pests that may be found in 
outlying rural areas are frequently 
mentioned when they can be sources 
of infestation for the larger cities. 
Insects that annoy the users of recre- 
ational areas are also considered, 

The cost of this wonderful book is 
only $27.50, and copies may be ob- 
tained from Publication, Division of 
Agricultural Sciences, University of 
California, 1422 S Tenth St, Rich- 
mond, CA 94804. Make checks payable 
to Regents of the University of Cali- 
fornia (add 6% for California sales 
tax). 

HAROLD C. FISHMAN, MD 
Los Angeles 
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Atopic Dermatitis 


In any stage, a major challenge. — 





| pra of the atopic patient draws T suit the needs of the individual atopic 
upon a broad range of skills and thera- patient, Lidex is available in cream or 
peutic modalities. Preventive measures such ointment vehicles, while Topsyn® 

as avoidance of excessive bathing and rough (fluocinonide) provides the same high de- 
clothing. Antihistamines to relieve itching. gree of efficacy in an easy-spreading gel. 

And topical steroids. 


y 


idex cream, Lidex ointment and Topsyn 


or most atopic patients, Lidex® gel are free of potentially sensitizing 
F (fluocinonide) is a highly effective topical preservatives such as chlorocresol or para- 
steroid. Because the steroid is 100% dis- bens—an important consideration in atopic 
solved, optimal penetration is assured. dermatitis. 


1. Roughened surface 


2. Slight thickening 
of the stratum corneum 


3. Cellular 
infiltration 


4. Sebaceous glands Y 
5. Sweat glands 
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Artist's rendition of atopic dermatitis. 








From Syntex Highly effective. 
100% dissolved 


for optimal penetration. 


Choice of bases. 
No preservatives. 


LIDEX eea S ide) 



























A good choice for your atopic patients 


Please see next page for summary of prescribing information. 





LIDEX (fluocinonide) 
0.0596 Cream and Ointment 


TOPSYN (fluocinonide) 
0.05% Gel 


Summary of prescribing information 


DESCRIPTION 

LIDEX cream 0.05%, LIDEX ointment 0.05% and 
TOPSYN gel 0.0596 contain the active compound 
fluocinonide. Fluocinonide, which is the 21- 
acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9a, -difluoro-118, 16a, 
17a, 21-tetrahydroxypregna-1,4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone 21-acetate. 
LIDEX cream contains fluocinonide in FAPG® 
cream, a specially formulated cream base con- 
sisting of steary! alcohol, polyethylene glycol 
6000, propylene glycol, 1, 2, 6-hexanetriol and 
citric acid. This white cream vehicle is grease- 
less, non-staining, anhydrous and completely 
water miscible. The base provides emollient and 
hydrophilic properties. In this formulation, the 
active ingredient is totally in solution. 

LIDEX ointment contains fluocinonide in a 
specially formulated ointment base consisting of 
Amerchol CAB (mixture of sterols and higher 
alcohols), white petrolatum, propylene carbonate 
and propylene glycol. It provides the occlusive 
and emollient effects desirable in an ointment. 
In this formulation the active ingredient is 
totally in solution. 

TOPSYN gel contains fluocinonide in a specially 
formulated gel base consisting of propylene 
glycol, propyl gallate, disodium edetate, and 
Carbopol 940 (carboxypolymethylene) with 
NaOH and/or HCL added to adjust the pH. This 
clear, colorless, thixotropic vehicle is greaseless, 
non-staining and completely water miscible. 

In this formulation, the active ingredient is 
totally in solution. 


INDICATIONS 

LIDEX cream and ointment and TOPSYN gel are 
intended for the relief of inflammatory 
manifestations of corticosteroid responsive 
dermatoses. 


CONTRAINDICATIONS 

Topical steroids are contraindicated in vaccinia 
and varicella. Topical steroids are contraindi- 
cated in those patients with a history of hyper- 
sensitivity to any of the components of the 
preparation. 


PRECAUTIONS 

If irritation develops, the cream, ointment or gel 
should be discontinued and appropriate therapy 
instituted. In the presence of an infection the 
use of an appropriate antifungal or antibacterial 
agent should be instituted. 

If a favorable response does not occur promptly, 
the corticosteroid cream, ointment or gel should 
be discontinued until the infection has been 
adequately controlled. 

If extensive areas are treated, the possibility 
exists of increased systemic absorption and suit- 
able precautions should be taken. 

Although topical steroids have not been reported 
to have an adverse effect on pregnancy, the 
safety of their use in pregnant females has not 
absolutely been established. Therefore, they 
should not be used extensively on pregnant 
patients, in large amounts or for prolonged 
periods of time. 

LIDEX® (fluocinonide) cream and ointment and 
TOPSYNS (fluocinonide) gel are not for 
ophthalmic use. 

ADVERSE REACTIONS 


The following local adverse reactions have been 
reported with topical corticosteroids: 


burning folliculitis 

itching acneform eruptions 
irritation hypopigmentation 
dryness striae 

secondary infection skin atrophy 


DOSAGE AND ADMINISTRATION 

A small amount should be gently massaged into 
the affected area three or four times daily, as 
needed. 


HOW SUPPLIED 

LIDEX 0.05% Cream —15 g 30 g and 60 g tubes. 
LIDEX 0.0596 Ointment —15 g 30 g and 60 g tubes. 
TOPSYN Gel 0.052615 g and 60 g tubes. 


SYNTEX 


SYNTEX LABORATORIES, INC. 
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lonax? Scrub Cleansing Therapy 
e Contains no sulfur 





Lemo : eDeleterious to Corynebacterium acne 
socom. 3 @ Uniquely dissolves and emulsifies 
abradant lipids and debris 
T cae @ Patient preferred 
| eDermatologists only — presented to y 
L | for your patients 
ri E Contains: polyethylene granules, Oweneth: 
Owe Owen Laboratories Dallas, Texas (special blend of polyoxyethylene ethers), 
DiRT Of AICO SERINE Yu. alcohol 10%, and benzalkonium chloride 


Advanced Topicals in Dermatology in a nonionic/cationic base 
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WESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N 1E2 
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Fostex? the flexible therapeutic acne wash that degreases, 
dries, and peels. Easily integrated with all topical or systemic 
therapy for acne Grades |, Il, and III. Convenient and 
economical Fostex Liquid and Cream are also effective anti- 
seborrheic shampoos for oily scalps associated with acne. 
Available as Fostex Cream in 4% oz. jars, Fostex Cake in 
3% oz. bars, and Fostex Liquid in 5 oz. plastic bottles. 


Fostril? the flesh-tinted drying and peeling lotion that 
conceals as it heals. Adaptable to Grades |, II, or Ill acne, 
Fostril is available in 1 oz. plastic tubes. 


Transact? the transparent medicated acne gel. A thin film 
of Transact will dry the oiliest of skin and is ideal for acne 
on chest, shoulders, and back. Greaseless, nonstaining, with 
a fresh clean fragrance. In 1 oz. plastic tubes. 










\ HYDROCORTISONE 


CREAM AND LOTION 


where fluorinated 
steroids may be 
too potent and 
high priced 


Especially indicated 
in generalized and 
+- long term maintenance 


therapy 


Laboratories, Inc. 


DESCRIPTION — Hydrocortisone 1% and 42%. in a water-washable cream 

or lotion containing purified water, propylene glycol, isopropyl myristate, cholesterol and 
related sterols, cetyl; alcohol! and sorbic acid (Cream only, contains glyceryl 
monostearate, polysorbate 60, sorbitan monostearate and polyoxyl 40 stearate) 

(Lotion only, contains triethanolamine carbomer, polysorbate 40, sorbitan monopalmitate 
and silicone emulsion defoamer). 

ACTIONS — Topical corticosteroids are effective primarily because of their 
antiinflammatory, antipruritic, and vasoconstrictive actions. 

INDICATIONS — For relief of the inflammatory manifestations of corticosteroid-responsive 
dermatases. 

CONTRAINDICATIONS: In viral diseases of the skin such as varicella and vaccinia 

and in patients with a history of hypersensitivity to any component. Not for ophthalmic use. 
Topical. steroids should not be used when circulation is markedly impaired. 

WARNING: Should not be used extensively, in large amounts, or for 
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e Effective 
e Paraben Free 







e Economical 






e Elegant 





WHERE RESEARCH AND ECONOMY COME FIRST! Fort Washington, Pa. 19034 


PRECAUTIONS — If irritation develops, the product should be discontinued and 
appropriate therapy instituted. In the presence of an infection, the use of appropriati 
antifungal or antibacterial agents should be instituted. If a favorable response does 
occur promptly, the corticosteroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated or if the occlusive 
technique is used, the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken. 
ADVERSE REACTIONS — The following local adverse reactions have been reported with 
topical corticosteroids, either with or without occlusive dressings: burning sensations 
itching, irritation, dryness, folliculitis, secondary infection, skin atrophy, striae, 
hypertrichosis, acneform eruption and hypopigmentation. 
DOSAGE AND ADMINISTRATION — Apply to affected areas 3 or 4 times daily. 
HOW SUPPLIED: Cream: Tubes — 12 oz., 1 02.; Jars — 4 oz., 16 02.; 

Lotion: Bottles — 1 oz., 4 oz. 
CAUTION — Federal law orohibits dispensing without prescription. 
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PHYSICIAN RECOMMENDS 
UVAL SUNSCREEN LOTION? 


(sulisobenzone 1096) 


Offer your sun-sensitive patients these advantages: 





UVAL screens out solar radiation most UVAL protects with an almost invisible, non- 
damaging to human skin, with a low incidence greasy film that doesn't stain clothing, hair or skin. 
of side effects. UVAL is free of alcohol — won't sting or dry 


UVAL properly applied, prevents burning, skin like PABA-alcohol preparations. 


drying, wrinkling and freckling of the skin as a UVAL has a creamy. ri : 
y, rich emollient base and 
result of overexposure to the sun's harmful rays. may be used under makeup without loss of 


effectiveness. 


Open the great outdoors to your sun-sensitive patients - recommend 


NOTE: If tanning is desired and UVAL e 
fo follow the Guide To Planned SUNSCREEN LOTION Dore y 


Tanning printed on every package Division of Sandoz, Inc. 
of UVAL. (sulisobenzone 1 096) LINCOLN. NEBRASKA 68501 


Ultra Violet Absorbing Lotion "West Haven, Connecticut 06516 
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The Cover 


You may have had to look twice to make sure this was your specialty 
journal—because the cover has a whole new and different look to it. We 
redesigned it after taking a long, hard look at our traditional covers with 
their contents' listings and deciding that a more contemporary 


appearance was in order. The result: a new, fresh look that incorporates 
a modern, modular graphic design. In addition, the modular design 
permits us to highlight the articles of major importance to you in each 
issue. The complete contents will continue to appear within the first few 
pages of the issue. We hope you like our new cover design. 








rt 0. 15% whe ius betamethasone) 


CLINICAL CONSIDERATIONS: 


INDICATIONS VALISONE- Aerosol. is indicated, 
solely, for the adjunctive. topical management for 


_ the relief of inflammatory manifestations of acute 


contact dermatitis... 

CONTRAINDICATIONS. Topical steroids are con- 
traindicated in tuberculosis of the skin and some 
viral. diseases of fhe skin (vaccinia and varicella). 
Hypersensitivity to: any: of ifs components is a con- 
traindication to the use of VALISONE Aerosol. 
This preparation: ‘also is contraindicated for use 
under occlusive dressings. 

WARNINGS 

Keep away from eyes or other mucous mem- 
branes. | 

Avoid halmoz 

Avoid freezing of the tissue by not spraying for 
more than 3 seconds, at a distance not less than 
ô inches, o 

Contents are under pressure, Do not puncture. 
Do not use or store near heat or open flame. Ex- 
posure to temperatures above 120° F may cause 
bursting. Never throw container. into fire or incin- 
erator, Keep. out. of reach of children. 
PRECAUTIONS . W irritation or sensitization de- 
velop with vse of VALISONE.- Aerosol, treatment 
should be discontinued. ‘and appropriate therapy 
instituted. 

In the presence of an indi. the use of an 
appropriate. antifungal or antibacterial agent 
should be instituted. If a fovorable response does 
not occur promptly, the corticosteroid should be 
discontinued. until the infection has been ade. 
quately controlled. 

lf extensive areas are treated, the possibility 
of increased systemic absorption of the cortico- 
steroid exists and suitable precautions should be 
taken. The effects of systemic absorption of 
steroids are reversible. 

Ulceration has been reported in a few cases with 
useoftopicalcorticosteroids in skinconditions which 
involve impaired circulation (i.e., stasis dermatitis). 

Use in women of childbearing age: Although 
topical steroids have not been reported to have 
an adverse effect on pregnancy, the safety of 
their use in pregnant females has not absolutely. 
been established. Therefore, they should not be 


.'used extensively on pregnant patients, in large 

“amounts, or for prolonged periods of time. 
ADVERSE REACTIQNS The following local adverse 
reactions have been reported with topical corti- 


costeroids. 

burning sensations hypertrichosis 
itching acneform eruptions 
irritation hypopigmentation 
dryness skin atrophy 
folliculitis secondary infections 
miliaria — striae 


DOSAGE. AND ADMINISTRATION The container 
may be held upright or inverted during use. The - 
spray should be directed onto the affected area 
from a distance of approximately 6 inches and 
applied for only 3 seconds, 

Apply the medication three to four times a day. 

For more complete details, consult package in- 
sert or Schering literature available from your _ 
Schering Representative or Professional Services | | 
Department, Schering Corporation, Kenilworth, : 
New Jersey 07033. SLR 374 





BEAMEFASON: VALERATE V | 


'FOR CONTACT DERMATITIS ONLY 


Cools and soothes hot, oozing, itching lesions.. 
easily penetrates hairy areas. 
conveniently treats hard-to- -get- -at skin surfaces.. 


cosmetically elegant—invisible, odorless, 
stainless. 


See Clinical Considerations section on opposite page 
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Classic antidandruft therapy. Unsurpassed 
in efficacy and safety for 25 years. 


BRIEF SUMMARY—Contains: Selenium sulfide, 2%2%, w/v in aqueous suspension; also contains: bentonite, 
sodium alkyl aryl sulfonate, sodium phosphate (monobasic), glyceryl monoricinoleate, citric acid, captan and 
perfume. Indications: For the treatment of seborrheic dermatitis of the scalp, including dandruff. Contraindica- 
tions. Should not be used by patients allergic to any of its companents. Warnings: Safety for use on infants has 
not been established. Precautions: Cutaneous sensitization of the scalp or adjacent areas has been reported; if 
sensitivity reactions should occur, discontinue use. Chemical conjunctivitis may result if product enters the eyes. 
Do not use when acute inflammation or exudation is present as an increase in absorption may occur. Adverse Re- 
actions: As with other shampoos, oiliness or dryness of the hair and scalp may occur following use; 


there have been occasional reports of an increase in the amount of normal hair loss. Hair discolora- c] 
tion may occur; can be avoided or minimized by thorough rinsing. 
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A New Skin Cleansing System 
for Your Acne Patients. 


BUF oc 


BUF-PUF Nonmedicated Cleansing Sponge and BUF Acne Cleansing Bar team up 
to provide the gently abrasive, thorough cleansing that acne patients need. 
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Nonmedicated Cleansing Sponge Acne Cleansing Bar 


¢ (Unique nonwoven polyester e Cleans the skin and removes 
; dirt d dead il 
sponge removes dirt and dea excess oils 
skin cells :3 Jj i4 | l e Contains drying agents— sulfur 
* Helps loosen existing comedones | ; and salicylic acid 
andpreventformationofnew ones * Mild, nonirritating, soap-free 


* 93% patient acceptance in e pH compatible with that of the skin 
clinical trials Available at pharmacies. 











Riker Laboratories, Inc. gren 


NORTHRIDGE, CALIFORNIA 91324 COMPANY 
Member Company 
Certified Medical Representatives Institute, Inc 


*Data on file, Medical Department 
Riker Laboratories, Inc 
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Late us. 


Guarding her from sun damage. 


Her hours on the beach will be protected from sun 
damage by reformulated Eclipse. A new 6% com- 
bination of PABA esters...octyl dimethyl and 
glyceryl... makes this Herbert sunscreen more cos- 
metically acceptable than ever. And its washoff- 


CRITICAL 
ERYTHEMAL 
RANGE 
L- we Ultraviolet Absorption Spectra 
0.8 — 





0.7 —= 


- - Brand A: 5% PABA 
(p-Amino Benzoic Acid} 
0.6 = ; 5 
Ecüpsa-—3% Octy! dimethyl PABA 
and 3% glyceryl PABA 
0.5 —- 
0.4 —- 


0.3 : 
— Brand B: 3% Oct dimethyl 
PABA ' 


- Brand C 10% sulisobenzone 


260 270 280 
WAVELENGTH (m,) 


290 300 310 320 330 340 350 360 370 380 390 400 


resistant Aquacare” base provides after-swimming 
staving power, while it protects the skin from 
dryness associated with exposure to sun, wind 
and weather. 

In new, just-completed clinical studies, refor- 
mulated Eclipse was proven clinically superior 
to the major sunscreens. Additionally, 
the graph also demonstrates the supe- 
rior ability of Eclipse to block out the 
sun's ultra-violet rays in the critical 
erythema range of 290 to 320mu. 
Here the major sunscreens are also 
included, plus one that is just now 
being introduced. 

Knowing that overexposure to 
the sun may lead to skin cancer 
and premature aging of the 
skin, make your patients’ 
visits to the beach pro- 
tected ones. Put Eclipse 
on duty. 










Herbert Laboratories/dermatology division of 
Allergan Pharmaceuticals/Irvine, CA 92713, U.S.A. 


More and more physicians are interested in up- 
dating their medical skills and knowledge in the 
interest of better patient care. And, an ever-in- 
creasing number of state medical associations, 
specialty societies, and other medical groups 
are stipulating continuing medical education as a 
membership requirement. 


In response to these developments, the AMA 
has greatly expanded its C.M.E. programs. 


The nine regional meetings, multidisciplinary 
in approach, are of interest to a variety of med- 
ical specialists and physicians in primary care. 
Scheduled on weekends, they make it easier and 
more convenient for you to continue your educa- 
tion. Then there are the two AMA conventions. 
The Annual a/one features 53 postgraduate 
courses, 41 3-hour symposia, the new tele- 
courses and many, many other features in con- 
tinuing education. 


Ail courses at regionals and conventions are ac- 
credited on a hour-for-hour basis in Category |. 





The AMA's Physician's Recognition Award ful- 
fils C.M.E. requirements of many organiza- 
tions, state laws and individual physicians. 


REGIONAL C.M.E. MEETINGS 


Jan. 17, 18 Tulsa, Okla. 

Feb. 28, 29 Denver, Colo. 

March 17-20 Lexington, Ky. 

April 3, 4 Indianapolis, Ind. 

April 3, 4 Detroit, Mich. 

May 9 Dallas, Tex. p 
Sept. 4, 5 Jackson Hole, Wyo. 
Sept. 11, 12 Milwaukee, Wis. 

Sept. 10-12 Portsmouth, N.H. 


125th ANNUAL CONVENTION 
June 26-30 Dallas, Tex. 


30th CLINICAL CONVENTION 
Dec. 4-7 Philadelphia, Pa. 


For more information about meetings, courses, accommodations, 
tuition fees, etc., write for a free course catalogue. 
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Council on Scientific Assembly 
American Medical Association 
535 North Dearborn Street 
Chicago, lilinois 60610 
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Now, a major 
the lice infestation 
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BU INSECTICIDE 





with synergised pyrethrins and gamma benzene hexachloride 
(formerly KwellSpray? 


Pediculi and their ova can survive (for a short time) off the human host. Thus, 
even though the patient may have been successfully rid of lice on his person, immedi- 
ate reinfestation is possibleora fresh infestation of other family members may occur. 

To help break this infestation/ reinfestation cycle, when washing or dry 

-cleaning is not possible, R&C Spray can be applied to upholstery, blankets, bedding, 

of gone and other objects where lice and their eggs are known to linger. 

| _ R&C Spray is specially formulated with synergised pyrethrins to provide effec- 

de parasite control. "Pyrethrins. are exceptionally rapid in their effect upon 

insects... .." The other important active ingredient is gamma benzene hexachloride 

whieh, asa | pediculicide, has been shown to be virtually 10096 effective.? 

3 -After you have prescribed a specific for parasites on the scalp or body, com- 

‘plete the regimen with the specific for parasites off the body with R&C Spray 

‘Insecticide. 

- . A Caution: Not for use on humans or animals. Avoid spraying in eyes. May be ab- 

sorbed through skin. Avoid breathing spray mist. Avoid contact with skin. In case of 

contact, wash immediately with soap and water. Avoid contamination of feed and food- 

Harmful if swallowed. Vacate room after treatment and ventilate before 

ing. References: 1. Osol, A. and Farrar, G.E., eds.: United States Dispensatory, Philadelphia, 
pon Both edition, 1960, p. 2012. 2. Patient Care 7:94, Nov. 1, 1973. Ke 


Reed & Carnrick/ Kenilworth, N.J. 07033 
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For multiple overt and subclinical keratotic lesions: 


The Ef udex 4-visit 


fluorouracil) 


Instruct patient on dosage 
and application. Explain 
various stages of therapy 
and when each is likely 

to occur. Emphasize that 
lesions will appear worse 
as they are actually getting 
better. 


The Efudex (fluorouracil) four- 
visit treatment program outlined on 
these pages represents an important 
advance in the management of solar 
and actinic keratoses—especially 
when multiple lesions are present. 

What this therapeutic regimen 4 
provides—on a regularly scheduled 
basis—is the periodic evaluation, w 
reassurance and encouragement : 
these patients need as they pass . M 
through the successive stages of ) 
erythema, vesiculation, erosion, 
ulceration, necrosis and—finally— 
epithelization. 

If your experience with 
conventional keratosis therapies 
has been less than satisfactory, 
consider the Efudex four-visit 
program. The results in many 
patients can be highly rewarding— 

es to them and to you. 
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treatment program. 


10-14 days after start 
Maximal response has 
usually been achieved. 
Keratoses are highly 
erythematous; subclinical 
lesions have become 
apparent. Because of 
unsightliness and 
discomfort at this stage, you 
may want to prescribe a 


3-4 weeks after start 
Duration of Efudex 
(fluorouracil) therapy 
varies with individual 
patient needs, but may 
be terminated when 
erosion has proceeded 
to necrosis. Lesions 
which have not respon- 
ded should be biopsied. 


6 weeks after end 

At this final follow-up, 
therapy can be con- 
sidered successful if 
healing is well advanced, 
skin generally clear, with 
little scarring and no 
new recurring lesions. 
Residual erythema 
should be almost gone. 





E topical steroid or anesthetic. 





Before prescribing, please consult complete 
product information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. 

Contraindications: Patients with known hyper- 
sensitivity to any of its components. 

Warnings: If occlusive dressing used, may in- 
crease inflammatory reactions ín adjacent normal skin. 
Avoid prolonged exposure to ultraviolet rays. Safe use 
in pregnancy not established. 

Precautions: |f applied with fingers, wash hands 
immediately. Apply with care near eyes, nose and - 
mouth. Lesions failing to respond or recurting'should 
be biopsied. 

Adverse Reactions: Local—pain, pruritus, hyper- 
pigmentation and burning at application site most 
frequent; also dermatitis, scarring, soreness and tender- 
ness. Also reported—insomnia, stomatitis, suppuration, 
scaling, swelling, irritability, medicinal taste, photo- 
sensitivity, lacrimation, leukocytosis, thrombocytopenia, 
toxic granulation and eosinophilia. 

Dosage and Administration: Apply sufficient 
quantity to cover lesion twice daily with nonmetal 
applicator or suitable glove. Usual duration of therapy 
is 2 to 4 weeks. 

How Supplied: Solution, 10-ml drop dispensers— 
containing 296 or 596 fluorouracil on a weight/weight 
basis, compounded with propylene glycol, tris (hydroxy- 
methyl) aminomethane, hydroxypropyl cellulose, 
parabens (methyl and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil 
ina vanishing cream base consisting of white petro- 
latum, stearyl alcohol, propylene glycol, polysorbate 60 
and parabens (methyl and propyl). 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 


Efudex 2 O Cream 


fluorouracil/Roche : 
~ Analternate to cryosurgery in four patient visits 
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Ten years...painfully 
afflicted with psoriasis 


Patient seen with a previous history of 
psoriasis, for which he had used numerous 
topical medications with varying success. 
When seen again after a prolonged absence, x 
eruption was severe on scalp, hairline, js d CRM 
elbows, and on shoulders and back. 25 
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Striking reduction of erythema and 
scaling after treatment with VALISONE 
Cream b.i.d. for 22 days 


Patient wasinstructed toapply VALISONE Cream 0.1% 

to lesions twice daily without occlusive dressings. When seen 
22 days later, there was striking improvement, with plaques 
showing less erythema and scaling. Patient was instructed 
to continue therapy with VALISONE Cream twice daily 
without occlusion. 


*Case history and photographs in Files of Headquarters 
Medical Research Division, Schering Corporation. 
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CREMA [OINTMENT 0.1% 


the topical steroid for prompt 
anti-inflammatory relief of mild-to-severe 
corticosteroid-responsive dermatoses 


NOW AVAILABLE: 


VALISONE® REDUCED STRENGTH CREAM 0.01% 
(bre ‘and of betamethasone valerate) 


!w-cost maintenance therapy of chronic psoriasis 










Fa =f e Clinical € Considerations section which follows. 
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For corticosteroid- 


Valisone 


betamethasone valerate, NF 


Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol O.1595/ Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment 
are indicated for relief of the inflammatory manifestations of corti- 
costeroid-responsive dermatoses. VALISONE Reduced Strength 
Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Lotion is indicated 
only inthe topical management of seborrheic dermatitis of the scalp. 
VALISONE Aerosol is indicated, solely, for adjunctive topical man- 
agement to relieve the inflammatory manifestations of acute contact 
dermatitis. Contraindications: Topical steroids are contraindicated in 
tuberculosis of the skin and some viral diseases of the skin (varicella 
and vaccinia). Topical steroids are also contraindicated in those 
patients with a history of hypersensitivity to any of the components of 
the preparations. VALISONE Aerosol is contraindicated for use under 
occlusive dressings. Warnings: Keep the spray of VALISONE Aerosol 
away from eyes and other mucous membranes; avoid inhaling. Avoid 
freezing of the tissue by not spraying for more than 3 seconds, at a 
distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Do not expose 
to temperatures above 120°F. Keep out of reach of children. Never 
throw container into fire or incinerator. Precautions: If irritation or 
sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the 
presence of infection, the use of an appropriate antifungal or anti- 
bacterial should be instituted. If favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. If extensive areas are treated, 
or if the occlusive technique is used, the possibility exists of suffi- 
cient systemic absorption to produce adrenal suppression and sys- 
temic corticosteroid effects may occur; suitable precautions should 
be taken. In afew cases, ulceration has been reported with the use of 
topical steroids for skin conditions involved with impaired circulation 
(i.e., stasis dermatitis). Usage in Women of Childbearing Age: The use 
of any drug during pregnancy and the lactation period or in women of 
childbearing age requires that the potential benefits of the drug be 


weighed against the possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have an adverse effect on 
the fetus, but the safety of their use in pregnant patients has not been 
definitely established. They should not be used extensively or for 
prolonged periods of time in pregnant patients, unless the condition 
requiring treatment warrants the risk. VALISONE products are not for 
ophthalmic use. Adverse Reactions: The following adverse reactions 
have been reported with topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, acneform eruptions, 
and hypopigmentation. The following may occur more frequently 
with occlusive dressings than without such therapy: maceration of 
the skin, secondary infection, atrophy of the skin or subcutaneous 
tissues, striae, miliaria. Dosage and Administration: VALISONE Cream, 
Ointment, and Reduced Strength Cream are applied as a thin film 
over the affected skin areas one to three times a day. Clinical studies 
of VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 
Although occlusive dressings are required infrequently, they may 
enhance therapeutic efficacy in certain refractory lesions of psoria- 
sis and other dermatoses that are difficult to treat. Apply a few drops 
of VALISONE Lotion to the affected area of the scalp and massage 
lightly until it disappears. Apply twice daily, in the morning and at 
night. Dosage may be increased in stubborn cases; following im- 
provement, apply once daily. Apply VALISONE Aerosol three to four 
times a day. The container may be held upright or inverted during 
use. The spray should be directed onto the.affected area from a 
distance of approximately 6 inches and applied for only 3 seconds. 
Aerosol packaged by Aerosol Techniques, Inc., Armstrong Labora- 
tories Division, West Roxbury, MA. 02132. For more complete details, 
consult package insert or Schering literature available from your 
Schering Representative or Professional Services Department, 
Schering Corporation, Kenilworth, New Jersey 07033. MARCH 1974 
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Acne patients cant over-abrac 





Add a drop or two of 
water to Komex and rub. 
You feel patented 
Scrubules (sodium 

E tetraborate decahydrate). 





Picture sequence shows artist's impression of how 
Scrubules dissolve as water is added and Komex 
is rubbed on skin. 
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with Komex Scrub. 








As Komex lathers, 


In 60 seconds, 
the Scrubules dissolve. 


ocrubules disappear. 
Acne patients can't 





over-abrade 
—skin protection that's 
t exclusive with Komex. 
Komex 
'emoves surface debris 


Yelps clear comedones 
relps clean clogged pores 


Yelps unplug hair follicles 
'emoves oils 
softens, smoothes, 
b con Skin 
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A 5-month study of 


mex 


by 60 patients with oily skin and acne 





How patients rated Komex* 


929,—cleansed skin effectively 
9295 —removed oils 
9295 -softened and smoothed skin 
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1696 —no irritation 


6995 —Scrubules abrasiveness excellent 


67%—feel of Scrubules excellent 
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Barnes Hind Pharmaceuticals, Inc. 
895 Kifer Hoad . 


Sunnvwale California 94086 


'CUTIS, Aug. 1974, “Abradant Cleansing Aids 
for Acne Vulgaris; Sibley, Browne, Kitsmiller. 






tains pyrithione zinc 1%, 
1 Clinic ally proven 
t-dandruff compoun 
to help control « 
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easy to manage 
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- PROFESSIONALLY PROMOTED: 
‘To Physicians (no consumer TV advertising 
_*To Pharmacists (not sold in supermarkets 


The highly effective dandruff shampoo that 
leaves hair clean and easy to manage 


Lederle Laboratories, A Division of American Cyanamid Company, Pearl River, New York 10965 





Now available! 


The latest 
information on 
self-assessment 


programs. 





AMA Directory of 
Self-Assessment 
Programs for Physicians. 


This new edition of the Directory 
lists self-assessment programs 
sponsored by all major specialty 
societies, on 21 topics. New pro- 
grams listed are: Allergy, Cardi- 
ology, Chest Diseases, Colorectal 
and Anorectal Surgery and Emer- 
gency Medicine. 

Each program, is listed by topic 
and sponsor and includes sites and 
times of tests, content, format, time 
required, method of scoring, aids to 
learning provided, fees and whom 
to write for more information. 

To order your copy, use the form 
below. Prices: 1-10 copies, $1 ea.; 
11-49 copies, 90c ea.; 50 or more, 
80c ea. Please enclose payment with 
order. 


Order Department 

American Medical Association 

535 N. Dearborn St. 

Chicago, Ill. 60610 

Please send me copies of 
the Directory of Self-Assessment 
Programs for Physicians, 2nd 
Edition (OP-414). 





Name 





Address 





City/State/Zip S/J 


Tramacin Brand Cream 
Triamcinolone Acetonide Cream U.S.P. 


Description: Tramacin Cream 0.025%, Tramacin Cream 0.1%, and 
Tramacin Cream 0.596 provide 0.25 mg., 1 mg. or 5 mg. triamcino- 
lone acetonide per gram respectively in a vanishing cream base 
containing propylene glycol, cetyl alcohol, glyceryl monostearate 
N.F. XII, spermaceti, isopropy! palmitate, polysorbate 60 and puri- 
fied water. The cream base for the 0.025% preparation is tinted. 


Actions: Tramacin 0.025%, 0.1% and 0.5% Creams are primarily 
effective because of their anti-inflammatory, antipruritic and 
vasoconstrictive actions. 


Indications: Tramacin 0.025%, 0.1% and 0.5% Creams are indi- 
cated for relief of the inflammatory manifestations of corticosteroid- 
responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in viral 
diseases of the skin, such as vaccinia and varicella, and in those 
patients with a history of hypersensitivity to any of the components 
of the cream. 
Tramacin 0.025%, 0.1% and 0.5% Creams are not for 
ophthalmic use. 
Topical steroids should not be used when circulation is 
markedly impaired. 


Warnings: Usage in pregnancy: Although topical steroids have 
not been reported to have an adverse effect on the fetus, the 
safety of topical steroid preparations during pregnancy has not 
been absolutely established; therefore, they should not be used 
extensively on pregnant patients, in large amounts, or for pro- 
longed periods of time. 


Precautions: If irritation develops, the product should be discon- 
tinued and appropriate therapy instituted. 

In the presence of an infection, the use of appropriate antifungal 

or antibacterial agents should be instituted. If a favorable response 
does not occur promptly, the corticosteroid should be discon- 
tinued until the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is used, 
the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken. 


Adverse Reactions: The following local adverse reactions have 
been reported with topical corticosteroids either with or without 
occlusive dressings: burning sensations, itching, irritation, dry- 
ness, folliculitis, secondary infection, skin atrophy, striae, miliaria, 
hypertrichosis, acneform eruptions, maceration of the skin and 
hypopigmentation. Contact sensitivity to a particular dressing 
material or adhesive may occur occasionally. 


Dosage and Administration: Apply Tramacin Cream 0.025% 
(Triamcinolone Acetonide Cream U.S.P. 0.025%) to the affected 
area two to four times daily. Rub in gently. 

Apply Tramacin Cream 0.1% (Triamcinolone Acetonide Cream 
U.S.P. 0.1%) to the affected area two to three times daily. Rub in 
gently. 

Apply Tramacin Cream 0.5% (Triamcinolone Acetonide Cream 
U.S.P. 0.5%) to the affected area two to three times daily. Rub in 
gently. 

Occlusive Dressing Technique: Gently rub a small amount of the 
cream into the lesion until it disappears. Reapply the preparation 
leaving a thin coating on the lesion and cover with a pliable non- 
porous film. If needed, additional moisture may be provided by 
covering the lesion with a dampened clean cotton cloth before 
the plastic film is applied or by briefly soaking the affected area 
in water. 

The frequency of changing dressings is best determined on an 
individual basis. Reapplication is essential at each dressing 
change. 

How Supplied: Tramacin 0.025% Cream is supplied in 15 g. and 
80 g. tubes and 240 g. and 5.25 Ib. jars. 

Tramacin 0.1% Cream is supplied in 15 g. and 80 g. tubes and 
240 g. and 5.25 Ib. jars. 

Tramacin 0.576 Cream is supplied in 20 g. tubes. 


© fohwonsfohmon 1975 


Manufactured for 
Dermatological Division of Johnson & Johnson 
New Brunswick, New Jersey 08903 
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. of dermatology. 


Since triamcinolone acetonide was introduced 
in 1958, a lot of other topical steroids have come 
along. But none is more widely prescribed by 
dermatologists.* 

Which makes sense. Because triamcinolone 
acetonide is a product with almost two decades of 
clinical experience behind it. Plus an excellent 
record of clinical success in steroid-responsive 
dermatoses as reported in studies both here and 
abroad. 

Triamcinolone acetonide is the number one 
choice of dermatologists in atopic eczema. 

And still their unsurpassed choice for contact/ 


allergic dermatitis, seborrheic dermatitis and the 
relief of pruritus. 

In fact, no other topical steroid is more widely 
prescribed in all of medicine. 

Now you know why we call triamcinolone 
acetonide the cream of dermatology. And why we 
chose it as the one to carry our name. 

TRAMACIN Brand Cream Triamcinolone 
Acetonide Cream U.S.P. from the Dermatological 
Division of fohwonafofhmon 


*Statistics supporting this statement and other state- 
ments of physicians’ preference in this advertisement are 
on file in the Dermatological Division of Johnson & Johnson. 





Actual photograph 

of tinea unguium infection 

(onychomycosis). Note 

dystrophy, discoloration and 

subungual hyperkeratosis of the toenails. In 
addition, there is erythema and scale along the 
medial margin of the foot which is consistent 
with tinea pedis, also present in this patient. 
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Brand of 


-Grisaclin 500 


otulin (microsize) Tablets 


-finds il 


For deep-seated tinea infections of skin and hair, 


as well as nails 


Potent fungistat affords the antifungal activity needed to bring 
deep-seated tinea infections, including onychomycosis, under 
control. Systemic action penetrates where topical action 


often fails. 


Wide range antifungal activity includes 

Trichophyton —T. rubrum, T. mentagroph ytes, T. tonsurans, 
I. interdigitalis, T. verrucosum, T. megnini, T. gallinae, 

I. crateriform, T. sulohureum, T. schoenleini; Microsporum — 
M. canis, M. audouini, M. gypseum; and Epidermophyton 


floccosum. 


A single 500 mg. tablet usually produces peak serum levels in 
about four hours. Dosage is individualized easily with 125 mg. 
and 250 mg. capsules, and 500 mg. tablets — depending on 
body weight of patient, severity and location of infection. 


BRIEF SUMMARY 
(For full prescribing information, 
see package circular) 


Grisactin’ 


Brand of 
Griseofulvin (microsize) 


Indications: Griseofulvin is indicated for the 
treatment of ringworm infections of the skin, hair, 
and nails, namely: Tinea corporis, Tinea pedis, 
Tinea cruris, Tinea barbae, Tinea capitis, Tinea 
unguium (onychomycosis) when caused by one 
or more of the following genera of fungi: Tricho- 
phyton rubrum, T. tonsurans, T. mentagrophytes, 


 Tinterdigitalis, T. verrucosum, T. megnini, T. galli- 


nae, T. crateriform, T. sulphureum, T. schoenleini, 
Microsporum audouini, M. canis, M. gypseum, 
Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi responsi- 
ble for the infection should be identified. 

The use of this drug is not justified in minor or 
trivial infections which will respond to topical 
agents alone. 

Griseofulvin is not effective in the following: Bac- 
terial infections, candidiasis (moniliasis), histo- 
plasmosis, actinomycosis, sporotrichosis, chro- 
moblastomycosis, coccidioidomycosis, North 
American blastomycosis, cryptococcosis (toru- 
losis), Tinea versicolor, nocardiosis. 
Contraindications: This drug is contraindi- 


cated in patients with porphyria, hepatocellular 
failure, and in individuals with a history of hyper- 
sensitivity to griseofulvin. 

Warnings: Prophylactic Usage —Safety and 
efficacy of griseofulvin for prophylaxis of fungal 
infections has not been established. 

Animal Toxicology —Chronic feeding of griseo- 
fulvin, at levels ranging from 0.5-2.5% of the diet, 
resulted in the development of liver tumors in 
several strains of mice, particularly in males. 


smaller particle sizes result in an enhanced effect. 


Lower oral dosage levels have not been tested. 
Subcutaneous administration of relatively small 
doses of griseofulvin, once a week, during the first 
three weeks of life has also been reported to 
induce hepatomata in mice. Although studies in 
other animal species have not yielded evidence of 
tumorogenicity, these studies were not of ade- 
quate design to form a basis for conclusions in 
this regard. 

In subacute toxicity studies, orally administered 
griseofulvin produced hepatocellular necrosis in 
mice, but this has not been seen in other species. 
Disturbances in porphyrin metabolism have been 
reported in griseofulvin-treated laboratory 
animals. Griseofulvin has been reported to have a 
colchicine-like effect on mitosis and cocarcino- 
genicity with methylcholanthrene in cutaneous 
tumor induction in laboratory animals. 

Usage in Pregnancy —The safety of this drug dur- 
ing pregnancy has not been established. 


Animal Reproduction Studies —It has been 
reported in the literature that griseofulvin was 
found to be embryotoxic and teratogenic on oral 
administration to pregnant rats. Pups with abnor- 
malities have been reported in the litters of a few 
bitches treated with griseofulvin. Additional ani- 
mal reproduction studies are in progress. 
Suppression of spermatogenesis has been re- 
ported to occur in rats, but investigation in man 
failed to confirm this. 

Precautions: Patients on prolonged therapy 
with any potent medication should be under close 
observation. Periodic monitoring of organ system 
function, including renal, hepatic, and hemato- 
poietic, should be done. 

Since griseofulvin is derived from species of 
penicillin, the possibility of cross-sensitivity with 
penicillin exists; however, known penicillin-sensi- 
tive patients have been treated without difficulty. 
Since a photosensitivity reaction is occasionally 
associated with griseofulvin therapy, patients 
should be warned to avoid exposure to intense 
natural or artificial sunlight. Should a photosen- 
sitivity reaction occur, lupus erythematosus may 
be aggravated. 

Griseofulvin decreases the activity of warfarin- 
type anticoagulants so that patients receiving 
these drugs concomitantly may require dosage 
adjustment of the anticoagulant during and after 
griseofulvin therapy. 

Barbiturates usually depress griseofulvin activity 
and concomitant administration may require a 
dosage adjustment of the antifungal agent. 
Adverse Reactions: When adverse reactions 
occur, they are most commonly of the hypersen- 
sitivity type such as skin rashes, urticaria, and 
rarely, angioneurotic edema, and may necessitate 
withdrawal of therapy and appropriate counter- 
measures. Paresthesias of the hands and feet 
have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness, insomnia, 
mental confusion, and impairment of performance 
of routine activities. 

Proteinuria and leukopenia have been reported 
rarely. Administration of the drug should be dis- 
continued if granulocytopenia occurs. 

When rare, serious reactions occur with griseo- 
fulvin, they are usually associated with high 
dosages, long periods of therapy, or both. 
Dosage and Administration: Accurate diag- 
nosis of the infecting organism is essential. 
Medication must be continued until the infecting 
organism is completely eradicated as indicated 
by appropriate clinical or laboratory examination. 
General measures in regard to hygiene should be 
observed to control sources of infection or reinfec- 
tion. Concomitant use of appropriate topical 
agents is usually required, particularly in treat- 
ment of tinea pedis. 

Dosage should be individualized, depending on 
age and severity of infection. Adults—0.5 Gm. 
daily (125 mg. q.i.d., 250 mg. b.i.d., or 500 mg./ 
day). Children— 10 mg./kg. daily is usually ade- 
quate (from 30 to 50 Ib., 125 mg. to 250 mg. daily; 
over 50 Ib., 250 mg. to 500 mg. daily, in divided 
doses). 

How Supplied: GRISACTIN [griseofulvin 
(microsize)] — No. 442 — GRISACTIN 125, each 
capsule contains 125 mg., in bottles of 100 and 
500. No. 443— GRISACTIN 250, each capsule 
contains 250 mg., in bottles of 100 and 500. 

No. 444 — GRISACTIN 500, each tablet (scored) 
contains 500 mg., in bottles of 60. 
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Alarax | 
(hydroxyzine hydrochloride) 


TABLETS: 10 mg, 25 mg, and 50 mg 





B Coad antianxiery acon 
a. demonstrated ontinistonine geelivity 


Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when administered to the 
pregnant mouse, rat, and rabbit, induced fetal abnormalities in the rat at doses substantially above 
the human therapeutic range. Clinical data in human beings are inadequate to establish safety in 
early pregnancy. Until such data are available, hydroxyzine is contraindicated in early pregnancy. 


Precautions: Hydroxyzine may potentiate the action of central nervous system depressants 
such as meperidine and barbiturates. |n conjunctive use, dosage for these drugs should be 
reduced. Because drowsiness may occur, patients should be cautioned against driving a car or 
operating dangerous machinery. 


Adverse Reactions: Drowsiness may occur; if so, it is usually transitory and may disappear in a 
few days of continued therapy or upon dosage reduction. Dryness of the mouth may occur with 
higher doses. Involuntary motor activity, including rare instances of tremor and convulsions, has 
been reported, usually with higher than recommended dosage. 


Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine 
hydrochloride, 100°S and 500's; Tablets, containing 100 mg, 
100's; Syrup, containing 10 mg per teaspoonful (5 ml) and ethyl Pfizer) 
alcohol 0.5% v/v, pint bottles. ROORIG 

Du mu ; ; A division of Pfizer Pharmaceuticals 
Before prescribing or administering, see package circular. New York, New York 10017 


5or 10% Benzoyl SQ 





he topical side of 
C., acnes control 


SARs 


"AST 











f "e Axe. T 
£6.95 24> 7a 


Desquam-X™ (5. 1 


6% Polyoxyethylene Lauryl Ether) safely and 
effectively helps control cutaneous Coryne- 
bacterium acnes as it dries and desquamates 
acne skin. Its unique hydro-alcoholic gel 
with 5.5 pH facilitates penetration into the 
follicular orifice to help control C. acnes. 
Desquam-X can be used concomitantly with 
most topical and systemic agents. It is indi- 
cated for acne grades I, Il, and selected cases 
of grade III. 
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Outstanding patient acceptance is one of 
many Desquam-X benefits. The non-perfumed 
stiff gel vehicle is easy to apply and leaves 
no visible residue. 


In vivo testing* of 14-day Desquam-X appli- 
cations revealed an up to 66%** reduction of 
free fatty acids and an up to 90% elimination 
of cutaneous C. acnes on test sites. Addi- 
tional clinical studies report patients virtually 
free of sensitization and undue irritation? 


"Information on file at Westwood Pharmaceuticals Inc. and available upon request. 


“Using the 10% concentration, and up to 52% with the 5% concentration. 


©1975 W. P. Inc. 
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CONTENTS: Desquam-X 5 contains 5% 
Benzoyl Peroxide, 6% polyoxyethylene 
lauryl ether, 37% ethyl alcohol, carbomer 
940, di-isopropanolamine, disodium 
edetate and water. 


Desquam-X 10 contains 10% Benzoyl 
Peroxide, 6% polyoxyethylene lauryl ether, 
37% ethyl alcohol, carbomer 940, di- 
isopropanolamine, disodium edetate and 
water. 


INDICATION: A topical aid for the control 
of acne vulgaris. 


ACTION: Provides the desirable drying 
and desquamation needed in the topical 
treatment of acne. Desquam-X has been 
demonstrated to have anti-bacterial effects, 
especially against Corynebacterium acnes. 


DIRECTION FOR USE: After washing as 
instructed, rub Desquam-X into affected 
areas twice daily. In fair-skinned individuals 
or under excessively dry atmospheric 
conditions it is suggested that therapy be 
initiated with one application daily. The 
desired degree of drying and peeling can 
be obtained by modification of the dosage 
schedule. 


CONTRAINDICATIONS: Not to be used in 


patients known to be sensitive to any 
ingredient of Desquam-X. 


PRECAUTIONS: Avoid contact with eyes 
and mucous membranes. For external 
use only. Keep this and all medication out 
of the reach of children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 oz. 
(42.5 gm.) 


CAUTION: Federal law prohibits 
dispensing without prescription. 


LUESTWOOD 


PHARMACEUTICALS INC 
Buffalo, New York 14213 
In Canada, Belleville. Ontario KBNIE2 


JAMA 


for the 
developments 
your 
specially 
journal 
doesn't cover. 


JAMA is one of the world’s most respected medical journals. 








Each weekly issue contains authoritative original contributions fea- 
turing the latest clinical developments in research, diagnosis, and 
treatment. 


In addition, JAMA brings you editorials, question and answer col- 
umns, news of medical meetings, abstracts of key articles from 
other journals in the U.S. and abroad, plus letters and reviews of 
books and films. 
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in your mind when you recom- 
mend a therapeutic shampoo. 
And efficacy, coupled with 
cosmetic acceptability, usually 
guarantees a successful thera- 
peutic course. 

That's why Head & Shoulders 
is so highly regarded in the treat- 
ment of dandruff. 


oo” 








Clinically effective 

For years, Head & Shoulders 
has proved effective in the treat- 
ment of dandruff—whether for 
initial therapy or long-term 


in the treatment of seborrheic 
dermatitis.* 


Cosmetically pleasing 

Head & Shoulders lathers well, 
has a pleasant odor and appear- 
ance, and need not be left on 
the scalp for an extended period 
of time. Also, it leaves hair clean, 
manageable, and attractive. 


Head & Shoulders: 


You'll like it for 

its therapeutic benefits. 

Your patients will like it for its 
cosmetic appeal. 


*Orentreich, N.: A clinical evaluation 

of two shampoos in the treatment of 
seborrheic dermatitis, }. Soc. Cosmet. 
Chem. 23:189 {March 3) 1972. 


Obviously, efficacy is foremost 


control. And now, research shows 
that Head & Shoulders is effective 
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n the beginning... 


Rely on Cordran 


tlurandrenolide 
For treatment of any corticosteroid-responsive dermatoses 


Description: Cordran" (flurandrenolide, Dista) isa potent corticosteroid 
intended for topical use. Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vasoconstrictive actions. Indi- 
cation: For relief of the inflammatory manifestations of corticosteroid- 
responsive dermatoses. Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and in patients with a history 
of hypersensitivity to any of their components. Precautions: If irritation 
develops, the product should be discontinued and appropriate therapy 
instituted. In the presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response does not 
occur promptly. the corticosteroid should be discontinued until the 
infection has been adequately controlled. If extensive areas are treated 
or if the occlusive technique is used, there is a possibility of increased 
systemic absorption- of the corticosteroid, and suitable precautions 
Should be taken. Although topical corticosteroids have not been re- 
ported to have an adverse effect on pregnancy, the safety of their use 
on pregnant women has not been absolutely established. Therefore, 
they should not be used extensively, in large amounts, or for prolonged 
periods of time on pregnant patients. These products are not for oph- 


thalmic use. Adverse Reactions: The following local adverse reactions 
have been reported with topical corticosteroid formulations: acneform 
eruptions, burning. dryness, folliculitis, hypertrichosis, hypopigmen 
tation, irritation, itching. The following may occur more frequently with 
occlusive dressings: maceration of the skin, miliaria. secondary infec- 
tion. skin atrophy. striae. Administration and Dosage: For moist lesions. 
a small quantity of the cream or lotion should be rubbed gently into 
the affected areas two or three times a day. For dry, scaly lesions 
the ointment is applied as a thin film to affected areas two or three 
times daily 


Cream, Ointment, and Lotion Cordran*, 0.05% 


flurandrenolate 


Cream and Ointment Cordran, 0.025% 


Additional information availabie to the profession on 
DISTA Dista Products Company 
pH Division of Eli Lilly and Company 


Indianapolis, Indiana 46206 
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For the part-time 
occupational physician . . . 


Mun rur ea 

E Tos ý ae $ \ 
r5 \ 

] gestae" | 





An invaluable 
quick reference 


guide to 
occupational 
dermatoses 


The AMA's new guide, Occupational 
Dermatoses, is an invaluable aid for 
physicians working part-time in oc- 
cupational health programs. 

It provides a ready reference for 
specific information on the causes, 
diagnosis, prevention and treatment 
of occupational skin diseases. It also 
discusses management of prolonged 
and recurrent dermatoses, medico- 
legal aspects, and provides extensive 
references. 

Price per copy is $1.00; 75c each 
for orders of 11 or more and for 
medical students. To order, com- 
plete the coupon below. 


Order Department 
American Medical Association 
535 N. Dearborn St. 
Chicago, III. 60610 


Please send me—__copy(ies) 
of Occupational Dermatoses, 
OP-108 


Please enclose payment. 





Name 





Address 
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Vanoxide' Acne Lotion and Loroxide* Acne Lotion 


Description: Vanoxide Acne Lotion contains (as dispensed) benzoyl peroxide 
5% and chlorhydroxyquinoline 0.25%, incorporated in a water washable 
lotion. 


Loroxide Acne Lotion contains (as dispensed) benzoy! peroxide 5.5%, and 
chlorhydroxyquinoline 0.25%, incorporated in a water washable lotion, with 
Dermik Color Blender supplied separately. 


How Supplied: Vanoxide— Bottles, 25 and 50 grams; Loroxide — Bottles, 
25 grams 


Vanoxide-HC* and Loroxide-HC* Lotions 


Description: Vanoxide-HC Lotion contains (as dispensed) hydrocortisone 
0.5%, benzoyl peroxide 5.0% and chlorhydroxyquinoline 0.25%, incorporated 
in a water washable lotion containing purified water, propylene glycol. 
hydroxyethylcellulose, FD&C color, cholesterol-sterol, cetyl alcohol, 
propylene glycol stearate, polysorbate 20, lanolin alcohol, propylparaben. 
decyl oleate, purcelline oil syn., antioxidants, vegetable oil, methylparaben, 
tetrasodium EDTA, buffers. cyclohexanediamine tetraacetic acid, calcium 
phosphate, silicone emulsion, and silica. 


Loroxide-HC Lotion contains (as dispensed) hydrocortisone 0.5%, benzoyl 
peroxide 5.5% and chlorhydroxyquinoline 0.25%, incorporated in a water 
washable lotion containing purified water, propylene glycol, hydroxyethyl- 
cellulose, caramel color, cholesterol-sterol, cetyl alcohol, propylene glycol 
stearate, polysorbate 20, lanolin alcohol, propylparaben, decy! oleate, 
purcelline oil syn., antioxidants, vegetable oil, methylparaben, tetrasodium 
EDTA, pH buffers, cyclohexanediamine tetraacetic acid, calcium phosphate. 
silicone emulsion, silica, kaolin, talc and titanium dioxide, with Dermik Color 
Blender" supplied separately. 


Actions: Provides keratolytic, peeling and drying action. 
Indications: An aid in the treatment of acne and oily skin. 


Contraindications: Contraindicated for patients having known hypersensi- 
tivity to hydrocortisone, benzoyl peroxide, chlorhydroxyquinoline or any other 
component of this preparation. Topical steroids are contraindicated in viral 
diseases of the skin, such as varicella and vaccinia. 


Warning — Usage in Pregnancy: Safety of use of topical steroids during preg- 
nancy has not been absolutely established. Therefore, they should not be 
used extensively, or in large amounts or for prolonged periods of time on 
pregnant patients. 


Precautions: For external use only. Keep away from eyes. Discontinue use if 
irritation develops. Use of appropriate antifungal or antibacterial agents 
should be instituted in presence of infection. If a favorable response does not 
occur promptly, the corticosteroid should be discontinued until the infection 
has been adequately controlled. If extensive areas are treated, or if the 
occlusive technique is used, the possibility exists of increased systemic 
absorption of the corticosteroid and suitable precautions should be taken. 
Observe patients carefully for possible local irritation or sensitization during 
long-term topical therapy. Apply with caution on neck and/or other sensitive 
areas. There may be a slight. transitory stinging or burning sensation on 
initial application which invariably disappears on continued use. Ultraviolet 
and cold quartz light should be employed in lesser amounts, as this lotion 

is keratolytic and drying. Harsh, abrasive cleansers should not be used 
simultaneously with this lotion. Colored or dyed garments may be bleached 
by the oxidizing action of benzoyl peroxide. Chlorhydroxyquinoline may 
cause temporary light-yellowish skin staining in rare cases. Keep out of the 
reach of children. 

Adverse Reactions: Local adverse reactions reported with topical corti- 
costeroids: burning sensations, itching, irritation, dryness, folliculitis, 
secondary infection, skin atrophy, striae, hypertrichosis, acneiform eruptions, 
and hypopigmentation. The sensitizing potential of benzoyl peroxide and 
chlorhydroxyquinoline are low; but they can produce allergic reaction. 
Reduce amount and frequency of application if excessive redness or peel- 
ing occurs. 

How Supplied: Bottles, 25 grams. 


Caution: Federal law prohibits dispensing without prescription. seni 
~ 


5-Benzagel' and 10-Benzagel® Acne Gels 


Description: 5% or 10% benzoyl peroxide, 6% polyoxyethylene lauryl ether and 
40% alcohol in an astringent gel containing colloidal magnesium aluminum 
silicate, hydroxypropy! methylcellulose, citric acid, fragrance, and purified 
water 

Action: Provides drying. desquamative and antiseptic activity 

Indication: An aid in the treatment of acne. 

Dosage and Administration: Wash affected areas prior to application Apply 
once or more daily or as directed by physician. 

Contraindications: Should not be used by patients having known sensitivity 
to either benzoyl peroxide or polyoxyethylene lauryl ether. 

Precautions: For External Use Only. Not for ophthalmic use. Keep away from 
eyes and mucosae. Very fair individuals should begin with a single applica- 
tion at bedtime allowing overnight medication. May bleach colored fabrics. 
Keep this and all other medications out of the reach of children 

Caution: Federal law prohibits dispensing without prescription. 

How Supplied: Plastic tubes, 12 oz. and 3 oz. 
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DERMIK LABORATORIES, INC. . 
Fort Washington, Pa., U.S.A. 19034 


LOROXIDE' 
E. ACNE LOTION — 








Sumycin ‘250’ Hydrochloride Capsules and Sumycin 
In acne ‘500’ Hydrochloride Capsules (Tetracycline Hydro- 
San chloride Capsules U.S.P.) contain 250 mg. and 500 

mg. crystalline tetracycline hydrochloride, respec- e 


tively. Sumycin '250' Hydrochloride Tablets and ^. 
Sumycin ‘500’ Hydrochloride Tablets (T etracycline ` 


our A ead ra n ce Hydrochloride Tablets N.F.) contain 250 mg. and 500 
mg. tetracycline hydrochloride, respectively. 


Contraindications: Contraindicated in persons who have shown hy ^s 


m atte rs too persensitivity to any of the tetracyclines. " J 
J " . : : * i t H OY 


Warnings: Use of tetracycline, particularly long-term use but also in* 
repeated short-term courses, during tooth development (last half of 
pregnancy, infancy, and up to 8 years of age) may cause permanent 
tooth discoloration; enamel hypoplasia has also been reported. 
Therefore, tetracycline should not be used in this age group unless 
other drugs are not likely to be effective or are contraindicated. 

If renal impairment exists, lower-than-usual doses are indicated to 
avoid systemic accumulation and possible liver toxicity; on prolonged 
use, tetracycline serum level determinations may be advisable. The 
antianabolic action of tetracyclines may cause an increase in BUN. In 
patients with significantly impaired renal function higher serum lev- 
els may lead to azotemia, hyperphosphatemia and acidosis. Photo- 
dynamic reactions, although rare with tetracycline, may occur; at first 
evidence of skin erythema, discontinue tetracycline. Advise photo- 
sensitive patients to avoid direct sunlight or ultra-violet light. 

Usage in pregnancy: (see Warning about use during tooth devel- 
opment.) Based on animal studies, tetracyclines cross the placenta, . 
are found in fetal tissues, and can have toxic effects (often retarda- 
tion of skeletal development) on fetus; embryotoxicity has also been 
noted in animals treated early in pregnancy. 

Usage in newborns, infants, and children: (see warning about use 
during tooth development.) Tetracyclines form a stable calcium 
complex in any bone-forming tissue. A decrease in fibula growth 
rate (reversible on discontinuation of drug) has been observed in - 
prematures given 25 mg. / kg. q. 6 h. orally. 

Tetracyclines are present in the milk of lactating women who are 
taking a drug in this class. 


É 


Precautions: Watch for signs of secondary infection due to nonsus- 
ceptible organisms including fungi; discontinue drug and institute 
appropriate therapy if this occurs. Superinfection of the bowel by 
staphylococci may be life threatening. In venereal diseases with sus- 
pected coexistent syphilis, patients should have darkfield exam- 
inations before therapy and monthly serologic tests for at least 4 
months. Because the tetracyclines have been shown to depress 
plasma prothrombin activity, patients who are on anticoagulant 
therapy may require downward adjustment of their anticoagulant 
dosage. During long-term therapy, perform periodic renal, hepatic, 
and hematopoietic function studies. All infections due to group A 
beta-hemolytic streptococci should be treated for at least 10 days. 
Avoid concomitant use of penicillin and tetracycline since the bacte- 





When tetracycline therapy is Wa rranted, the riostatic action of the latter may interfere with the bactericidal action 
appearance of d etary siren, Hn Favor, cr urticaria dui $5 print pci SI 
Sumycin HCI (Tetracycline Hydrochloride) wasn 
on your prescription helps insure that the disiiheatuniie loge soche: sept dode NGM. Desi nr back 
high quality, yet economical, brand you ioc osea Guerra IR the emegenit caen (PIER 
know and trust will be dispensed. tarot e cinatiVe [uncoromonh rany omi ML acbione 
> i í tion, and photosensitivity; dose-related BUN rise; rarely hepatic cho- 
And when pharmacists have the choice, the anpa Aaa pia. Enkis BaRa DU VA, reaf 
brand they dispense more often than any ud mene perque en arangrom ay 
other is Sumycin HCI : infants on full therapeutic dosage (disappeared on discontinuation 


of drug); anemia; hemolytic anemia; thrombocytopenia; thrombocy- 
E - topenic purpura; neutropenia; eosinophilia; dizziness; headache. 
Write it Le to be Sure Prolonged use of tetracyclines has produced brown-black micro- 
scopic discoloration of thyroid glands; no abnormalities of thyroid 
function studies are known to occur. 
It should be noted that microorganisms insensitive to one tetracy- 
cline invariably exhibit cross-resistance to other tetracyclines. 
For full information, consult package insert. 


How Supplied: Sumycin '250' Hydrochloride Capsules (Tetracy- 
cline Hydrochloride Capsules U.S.P.) are available in bottles of 100 


® and 1000 and Unimatic" Single Dose Packs of 100. Sumycin 
'500' Hydrochloride Capsules (Tetracycline Hydrochloride Capsules 
U.S.P.) are available in bottles of 100 and Unimatic Single Dose 


: n Packs of 100. Sumycin '250' Hydrochloride Tablets and Sumycin 
(Tetracycline Hydrochloride) Edid ane rsen Crimean HARE EDAM TN 
v In choice of tablets or capsules, & 
both 250 mg. and 500 mg. strengths. SQUIBB 
'The Priceless Ingredient of every product 


‘is the honor and integrity of its maker.''M 
4 recommended for long-term adjunctive therapy in severe acne. € 1975 E. R. Squibb & Sons, Inc. 705-002 
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have to 
get worse 


before it 
gets better 


To encourage greater patient cooperation, consider effective 
Pernox® Scrub. 


e Dries and desquamates skin with a high degree of safety 
and flexibility. 


e Predictable and controllable therapy for efficacy...without 
undue irritation to the skin. 


e Noticeably rapid improvement. 


e Outstanding patient acceptance and cooperation...skin 
feels smooth after each washing. 


e Indicated in grades I, Il, and selected cases of grade III acne. 








Contains: 

Microfine granules of polyethylene in SEBULYTIC® brand of 
soapless cleansers and wetting agents. Also 296 sulfur, 
1.5% salicylic acid. 


the therapeutic scrub L 
cleanser of choice KA 
as 
N7 e p 


7 aie Supplied: 


nr ALT 2 and 4 oz. plastic 
"T tubes, regular or 
fL lemon-scented. 
ct et Pernox® 


® 





Lathering Scrub Cleanser 
Regular/Lemon 
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PHARMACEUTICALS INC. 
Buffalo, New York 14213 
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= * Photochemotherapy denotes a thera- 
"'" . peutic approach that is based on the 
. .; interaction of light and a photoactive 
. ... drug. This study describes the efficacy of 
> photochemotherapy, using orally admin- 
^75. istered methoxsalen and long-wave ultra- 
— 5. violet light in 91 patients with severe, 
|... generalized psoriasis. Oral administration 
of methoxsalen was followed by exposure 
to a high-intensity long-wave ultraviolet 
light source, emitting a continuous spec- 
trum between 320 and 390 nm (peak, 365 
nm) and an energy of 5.6 to 7.5 mw/sq cm 
at 15 cm. There was complete clearing of 
82 patients (90%), a 90% to 100% clearing 
in seven (8%), and a satisfactory improve- 
ment in two (2%). | 

A- paired comparison study in 54 
patients showed photochemotherapy to 
be far more effective than ultraviolet light 
emitted by fluorescent bulbs or a xenon 
source. Eighty-five percent of the patients 
receiving outpatient maintenance treat- 
ment have remained in remission for 
periods up to 400 days. 

(Arch Dermatol 112:943-950, 1976) 








A ideal treatment of psoriasis 
- should be simple and easily 
*. administered; it should lead to rapid 
... and complete clearing of lesions and 
.-. should effectively suppress recur- 

<- rences. It should be systemic to avoid 
the frustrating rituals of topical treat- 
ment, and should neither interfere 
with the patient's sense of well-being 
nor with his professional or social 
aetivities. It should be safe, arresting 
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the rapid turnover of psoriatic cells 
without risking systemic toxicity. 

Photochemotherapy is an approach 
to the treatment of psoriasis that may 
prove to satisfy these requirements. 
The rationale of this recently devel- 
oped form of treatment' is the oral 
administration of the photoactive 
drug, methoxsalen (8-MOP), followed 
by exposure to a high-intensity long- 
wave ultraviolet light (UVL) system. 
The safety and effectiveness of this 
therapy has already been described in 
a preliminary group of 21 patients 
with severe, generalized psoriasis.' 

This article details the results of a 
cooperative study carried out at two 
dermatological centers to evaluate the 
efficacy of photochemotherapy on a 
large number of patients and to delin- 
eate optimum conditions of treat- 
ment. 


PATIENTS AND METHODS 
Patients and General Outline 
of Study 


The study was conducted at the Allge- 
meines Krankenhaus, Vienna, and the 
Massachusetts General Hospital, Boston, to 
determine the therapeutic effectiveness of 
orally administered methoxsalen followed 
by exposure to long-wave ultraviolet light 
(UVA) (320 to 400 nm) and to compare it 
with conventional ultraviolet light (UVL) 
therapy. Identical protocols were used. 
Ninety-five patients, including the 21 
patients originally reported,’ participated 
in the trial. Four patients discontinued 
therapy; 91 patients were evaluated, 88 had 
severe, generalized symmetrical psoriasis 
that had failed to respond to conventional 
topieal therapy and was either stable or 
flaring at the initiation of the study; three 
patients had psoriatie erythroderma. Pa- 
tients with pustular psoriasis were not 
admitted to the study. The age of the 
patients ranged from 4 to 80 years; the 
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mean age was 46 years. In most patients, ^. 
psoriasis had been present for years; the |... 
mean duration was 14 + 13 years. Fifty = 
patients had been hospitalized previously, 
some as many as 16 times or more. Twelve ©: 
patients had had methotrexate on previous | 
occasions, two had received systemically |. 
administered corticosteroids. Exeept for 
emollients, no topical medication was used. 

All procedures involved were carefully 
explained to each patient, and a signed 
informed consent to participate in this 
study was obtained. 


Protocol 


A paired comparison study methoxsalen 
plus UVA [PUVA] vs UVL) was performed 
in two groups of patients, and PUVA alone 
in a third group. 

Group 1.—At the Allgemeines Kranken- 
haus, Vienna, 28 patients were treated 
with PUVA to one half of the body. During 
irradiation, the other half of the body was _ 
shielded by sheets that were taped in place 
during therapy; conversely, when this side 
was exposed to UVL, the PUVA side was 
shielded. Complete clearing of psoriatic 
lesions on one side was considered the end 
point of the paired comparison study, and, 
at this time, the other treatment was stop- 
ped. As will be reported later, PUVA 
proved superior to UVL in all cases, so that — 
the termination of the paired eomparison — - 
study always meant a termination of UVL — S 
treatment. The original UVL-treated side 
was thereafter included into the PUVA 
regimen, and the patients received total 
body PUVA treatment. EF. 

Group 2.— This was also a paired compar- = 
ison study (PUVA vs UVL), comprising 26 - 
patients, and was performed at the Massa- - 
chusetts General Hospital, Boston. Treat- 
ment was as in group 1, but the paired < 
comparison study was ended when an 
easily discernible difference was noted ` 
between the PUVA and the UVL sides, as. > 
evaluated independently by three investi- |. 
gators. Treatment was then continued. 
with PUVA for the whole body. | 


















ur * Group 3.— Thirty-seven patients (Vienna 
. and Boston) comprising this group were 


— given  total-body PUVA treatment 
throughout the period of observation. 


| Light Sources 
Conventional Utraviolet Light.—Two UVL 


a |. sources were used in the study. Group 1 
© was treated with a xenon 6,000-w lamp, 


emitting a continuous UV spectrum from 
250 through 400 nm with an energy of 960 
pw/sq cm at a l-meter light-patient 
distance, the area being irradiated at one 
time comprising approximately 1 sq meter. 
Group 2 was treated in a cylindrical cham- 
ber, 91.5 em in diameter, equipped with 48 
sunlight bulbs with continuous emission 
between 275 and 380 nm, peaking at 313 
nm. An energy of 300 uw/sq em in the 275 
to 320 nm range is produced within the 
chamber at the resulting patient-bulb 


dy = . distance of 10 to 20 em. 


Long-Wave Ultraviolet Light.—Rectangu- 
lar light boxes containing 48 or 54 newly 
developed fluorescent bulbs, measuring 120 
em in length and mounted side by side in a 


sources. In the Vienna study, an additional 


~~ ten fluorescent bulbs were also mounted on 


. the side walls of the light boxes. An even 
exposure to a continuous spectrum of high- 
intensity irradiation between 320 nm and 
390 nm, with a peak emission at 365 nm, 
was obtained over an area of 2.52 sq meter 
(Fig 1). Energies delivered ranged from 5.6 
to 7.5 mw/sq cm at a distance of 5 to 15 em. 
Measurements were made daily using cali- 
brated cosine-corrected photometers. The 
small amounts of short-wave UVL 


(A < 320 nm) emitted by this source were 


filtered out by a plastic sheet, which was 
inserted just below the bulbs. This sheet 
was replaced when photodecomposition of 
the plastic substantially decreased the 
transmission of UVA. 

In Boston, some patients were also 
treated in a 120 x 120 em hexagonal stand- 
up eabinet with walls lined by 64 identical 
fluorescent bulbs delivering the same UVA 
intensity throughout the cabinet. 


Exposures and Dosage 


UVA and UVL.—Initial exposure times 
were based on the results of phototesting 
in 65 patients; in the remaining 26 
patients, the complexion, degree of pig- 
mentation, and the individual sunburn and 


tanning histories were used as guidelines 


for determining initial exposure times. For 
the UVL treatment, the patient's minimal 
erythemal dose (MED) was determined in 
the usual manner. For the PUVA treat- 
ment, the patient's minimal phototoxicity 
dose (MPD) was determined by irradiating 
2 X 2-cm template squares with increasing 
doses of UVA energy, ranging from 1.3 to 
12 joules(J)/sq em, two hours after inges- 
tion of methoxsalen. Erythema readings 
were performed 48 and 72 hours after 
irradiation, and the template square with a 
barely perceptible, well-defined (four bor- 
ders) erythema as the end point was con- 
sidered to correspond to the patient's MPD. 
The MPD and MED of an individual 
patient were used as the starting doses for 
therapy on the respective sides of the body 
using PUVA and UVL. As pigmentation 
increased during therapy, the doses were 
increased, usually by increments of 0.34 to 
0.68 J/sq em for UVA, and 9 to 18 J/sq em 


ia Fig 1.—Spectral emission of UVA source used in this study. 
= 1.0 
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for UVL. In terms of time, the initial UVA 
exposures ranged from four to 20 minutes, 
whereas the initial UVL exposures ranged 
from 0.5 to two minutes (fluorescent cham- 
ber) and ten to 40 seconds (xenon lamp), 
respectively. 

In Groups 1 and 2, UVL and PUVA 
treatments were given on the same day; 
UVL treatment was always given before 
administration of PUVA. Group 3 was 
treated with PUVA only. Patients were 
irradiated three to four times a week, 


allowing either a day’s rest after each 


exposure or irradiating for two consecutive 
days, followed by one day’s rest, and 
continuing exposures for another two 
consecutive days. Since it takes 40 or more 
hours for an erythema to develop after 
PUVA, doses were never increased on two 
consecutive days, and only rarely more 
frequently than once a week. More rapid 
increments of dosage may lead to a eumu- 
lative effect and severe erythematous reac- 
tions. Areas with moderate to severe 
erythema or subjective tenderness were 
shielded from phototherapy until the 
erythema had faded; severe generalized 
erythema was taken as indication to inter- 
rupt therapy until erythema had sub- 
sided. 

Methoxsalen.—Ten-milligram capsules of 
methoxsalen were given two hours prior to 
the UVA exposure, according to the 
patient’s weight: 50 kg or less, 20 mg of 
methoxsalen; 51 to 65 kg, 30 mg of methox- 
salen; 66 to 80 kg, 40 mg of methoxsalen; 81 
to 90 kg, 50 mg of methoxsalen; and greater 
than 90 kg, 60 mg of methoxsalen. 


Evaluation of Results 


The clinical response to both PUVA and 
UVL treatment was observed daily, and 
the degree of scaling, palpability, and 
redness of the psoriatic lesions were 
recorded according to a grading system 
consisting of excellent (total flattening of 
lesions), good (partial clearing of lesions), 
fair (slight improvement), and poor (no 
improvement, worse, or flaring). Daily 
records were kept of the degree of 
erythema and tanning obtained in normal 
skin, the grading being performed accord- 
ing toa 1+ to 4+ scale (1+, slight pink 
erythema; 2+, marked erythema; 3+, 
fiery red erythema with edema; and 4+, 
violaceous red erythema, edema, and blis- 
tering). The patients comments and symp- 
toms were also recorded. Photographs were 
taken of each patient prior to therapy and 
at weekly intervals. 


End Point of Evaluation 


In the patients of group 1, a complete 
clearing of the PUVA-treated side of the 
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Table 1.— Data on 91 Patients Studied’ 


Clinical Data 
No. of patients 
Patients with complete (100%) clearing 
Patients with 90956-10096 clearing 


Patients improved, but less than 90% clear 


| . No. of exposures required for clearing 
Duration of treatment (days) required for 
clearing 


Total Group1  Group2 Group 3 


16:-10 29411 





* Description of groups can be found in the Patients and Methods section of the text. 

T This does not include four patients who were unreliable and dropped out during study. 
+ Patient had to terminate treatment for personal reasons before complete clearing. 

§ One patient had to terminate treatment for personal reasons. 


Table 3.—Laboratory Test Results” 


Before PUVA 


Value 
|). Red blood cell count 
- White blood cell count 
|. Differential cell count 
X. Serum glucose 
^ Urine 
SGOT} 
SGPTS 
Lactic acid dehydrogenase 
Serum alkaline phosphatase 
Blood urea nitrogen | 
Serum creatinine 


Normal 


During and After PUVA 


re Ss, 
Abnormal Normal Abnormal 


mi-ai nol ol ol pi: 





.* Laboratory tests were performed in 40 patients: the numbers indicate number of normal 
and abnormal tests (patients) before and during or after PUVA treatment. 
` * Transient white blood cell elevation; the term "abnormal" is used to indicate slight de- 
viations from standard normal values. In no case were "abnormal" results substantial enough 
to suggest an abnormality of organ function or disease. 

iSGOT, serum glutamic oxaloacetic transaminase. 


§ SGPT, serum glutamic pyruvic transaminase. 


body was considered the end point of eval- 
uation. In groups 2 and 3, the end point of 
evaluation was the time when complete 
clearing of the entire body had been 
achieved. 


Maintenance Therapy 


.^ On complete clearing, hospitalized pa- 
: 5 tients in all groups were discharged and 
: received PUVA treatment on an outpa- 
tient basis. Twenty patients had been 


| ambulatory from the beginning; after 


clearing, they also received maintenance 
treatment. This consisted of one to three 
PUVA treatments per week, which were 
gradually reduced to once a week and to 
intervals as long as once a month. When 
relapses occurred, treatment was adjusted 
by increasing the frequency of PUVA 
exposures, 


Laboratory Tests 


Patients were subjected to physical and 
laboratory examination prior to and after 
therapy. For 40 patients, values for the 
following laboratory studies were deter- 
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mined: sedimentation rate, erythrocyte 
complete blood cell count, blood glucose, 
serum glutamic oxaloacetie and pyruvic 
transaminases, lactic acid dehydrogenase, 
alkaline phosphatase, blood urea nitrogen 
(BUN), and serum creatinine. A urinalysis 
was also performed. 


RESULTS 
Clinical Response to PUVA 


The response of psoriatic lesions to 
PUVA treatment was unequivocal 
and impressive. Complete clearing 
was achieved in 82 patients (90%); 
seven patients (8%) achieved 90% to 
100% clearing, and two patients (2%) 
were considerably improved but were 
less than 90% clear. The results are 
summarized in Table 1, which also 
contains the numbers of exposures 
and total duration of treatment 
required for clearing. During therapy, 
UVA doses were increased from 
4.20 + 1.62 to 6.86 + 3.66 J/sq em 
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Table 2.—Results of Follow-Up Br x 


No. in 
Remis- 
sion (%)* 
8 (88.9) 
11 (84.6) 
14 (73.7) 
15 (88.2) 
25 (86.2) ES 
4 (100.0) |... 
77 (84.6) 


Days After 
First No. of 
Treatment Patients 


300-400 91 


200-300 13 
150-200 19 
100-150 17 
50-100 29 
0-50 4 
Total 91 


* Includes patients who were in remission — 


when last seen and did not return to monthly P 
follow-up. i 


t Includes one patient not being. treated pic 


because of tuberculosis. 


(mean + SD), but in many patients - 


complete clearing was obtained with- . 


out increments in the UVA dose ^ 


Figures 2, 3, and 4 illustrate three 
representative patients before and ©) 


after therapy. M 
A mild erythema was obtained by ER 


PUVA treatment in most patients, c 


and this was maintained by subse- Hs 
quent exposures until considerable 


pigmentation was present. Psoriatic . 


lesions usually responded to treat- 
ment first by a flattening and a 
decrease in scaling and erythema. A _ 
number of patients did not develop 
erythema, but also showed a good, 
though somewhat slower, clinical re- 
sponse. Erythema is not absolutely 
necessary for a photochemotherapeu- 
tie response. 


Comparison of 
PUVA and UVL Treatment 


In the paired comparison study 
(groups 1 and 2), PUVA proved far 
more effective than UVL. In group 1, 
there was complete clearing of the — 
PUVA-treated side of the body; at > 


that time, psoriasis was still present ~ 
the difference - 
between the two sides always. being - is 
two or more grades in the poor-fair- = 
good-excellent grading system (Fig > 


on the UVL side, 


5). 

A similar response was observed in 
group 2, in which the PUV A-treated 
side also responded much faster than 
the UVL side. 

After termination of the paired 
comparison study, whole-body PUVA 


treatment was given to patients of 3m 


both groups, and this also cleared the 
original UVL-treated side of the e bod | 
(Fig 2 and 3). 






Duration of Treatment Required 
for Complete Clearing of Psoriasis 

Only group 3 permits determination 
of the total time required for complete 
clearing (Table 1), and, as expected, 
there was a considerable individual 
variation in the rate of response. A 
total of 25 + 13 days was required for 
complete clearing in this group. The 
time required for clearing in group 1 


days required for clearing). 








NN 


A - ¢ "d 1 7 » Son a ! - 
E 4 ` 
Á P 


Fig 2.—Left, Patient 24 before PUVA. Right, Patient after PUVA (12 exposures and 22 


was 16+ 10 days (Table 1), which 
refers to the PUV A-treated side only, 
and indieates the time when the 
patients had unilateral psoriasis (on 
the UVL-treated side, Fig 5). The 
29 + 11 days recorded for group 2 
includes the time required to clear the 
original UVL-treated side after ter- 
mination of the paired comparison 
study. The large difference between 


Fig 3.—Left, Patient 6 before PUVA. Right, Patient after PUVA (18 exposures and 26 days 
required for clearing). 
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groups 1 and 2, and the small differ- 
ence between groups 2 and 3 may 
indicate that we were dealing with 
more resistant cases in group 3. 


Pigmentation 


An increase of pigmentation oc- 
eurred both after PUVA and UVL 
phototherapy, but was considerably 
more noticeable after PUVA. During 
the early course of therapy, there was 
some spottiness of pigmentation as 
psoriatic lesions resolved, but a con- 
tinuation of PUVA treatment re- 
sulted in a deep even tan (Fig 2 to 4), 
which was considered cosmetically 





Fig 4.—Top, Patient 14 before PUVA. 
Bottom, Patient after PUVA (five expo- 
sures and nine days required for clear- 


ing). 


Fig 5.—Left, Patient 15, five days before 
the paired comparison study was termi- 
nated. Right, PUVA side is almost clear, 
whereas massive psoriasis is still present 
on UVL side. 
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pleasing by all patients. In the paired 
comparison study, pigmentation was 
far greater on the PUV A-treated side 
than on the UVL-treated side (Fig 5). 
After inclusion of the original UVL 
side in the PUVA regimen, there was 
a rapid approximation of skin color 
between the two sides, and eventually 
an even tan was achieved. 


Maintenance Therapy 


Eighty-five percent of the patients 
were kept in remission by mainte- 
nance therapy (Table 2). This treat- 
ment was initially administered two 
or three times per week, and was then 
gradually decreased to once a week, or 
less frequently. Occasional recur- 
rences were checked by a temporary 
inerease in the frequency of treat- 
ment sessions. A group of 20 patients 
was picked at random from those who 
were receiving maintenance treat- 
ment and were deliberately not 
treated for a period of four weeks. 
There were minor recurrences in four 
and a generalized flare in one. On the 
other hand, a number of patients have 
remained free of lesions without 
having received any treatment as long 
as three or four months. Table 2 shows 
the length of time our patients have 
been observed since PUVA treatment 
was started. A summary of the main- 
tenance schedule is as follows: four 
times a week, one patient; three times 
a week, one; twice a week, ten; once a 
week, 42; once every two weeks, five; 
once every three weeks, no patients; 
once every four weeks, two patients. 
Thirty patients, including 13 who 
failed to return for a monthly check- 
up, are not receiving maintenance 
therapy. 

So far, we have not observed refrac- 
toriness to PUVA treatment, since 
the patients who had recurrences 
responded as promptly as they had 
when treated for their original 
lesions. 


Side-Effects 


Table 3 summarizes the side-effects 
observed in this study. Most notice- 
able was pruritus, often continuous 
over one week, that was observed in 13 
patients (15%). Itching did not corre- 
late with the severity of the psoriasis 
or degree of psoriatie involvement, 
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nor was it confined to previous 
psoriatie sites. It did, however, corre- 
late with aggressiveness of treat- 
ment, ie, it was more frequent in those 
patients who had been treated with 
doses of UVA energy that had led to 
moderate-to-pronounced erythema 
than in those who had reacted less 
vigorously. During the last months of 
the study, a less aggressive approach 
was chosen, and pruritus was not 
observed. 

Localized 3+ erythema (severe red- 
ness with edema) was observed in 21 
patients (23%), and, again, these reac- 
tions were mostly seen in the initial 
phases of the study, when we were 
still trying to determine the optimum 
conditions required for a remission of 
psoriatic lesions. These reactions were 
usually in sites previously unexposed 
to the sun, such as the groin, the 
buttocks, the breasts in women, or the 
instep of the feet, and it was 
surprising that they usually were rela- 
tively asymptomatic. A 2+ sunburn 
erythema produces more discomfort 
than a 3+ erythema of PUVA treat- 
ment. Likewise, the seven instances 
(7%) of localized blistering occurred in 
the initial phases of the study. 

Two cases of generalized 3+ ery- 
thema (fiery red erythema with 
edema) were both due to errors in 
calculating UVA doses, and could have 
been avoided. A moderate flare of 
psoriasis (Koebner phenomenon) was 
observed in five cases (5%), but contin- 
uation of treatment resulted in com- 
plete clearing. An unexplained tran- 
sient eruption resembling a polymor- 
phous light eruption was seen in five 
patients (5%), and in two patients the 
histologic features were compatible 
with this diagnosis. It usually sub- 
sided after seven to ten days without 
any further therapy. A relatively 
common (30 patients) side-effect was 
transient nausea after administration 
of methoxsalen, but in subsequent 
treatments this was prevented by the 
simultaneous ingestion of a small 
meal or 30 mg of trimethobenzamide 
hydrochloride three times a day. 
Severe nausea occurred in five pa- 
tients (5%), and in two it required 
interruption of treatments. 

The laboratory tests, performed in 
40 patients, showed no abnormalities 


that could have been attributed to 
PUVA. Table 3 summarizes the pooled 
normal and abnormal test results seen 
in these patients before, during, and 
after treatment. 


Phototesting 


Phototesting and the determination. 
of the patient's propensity to burn 
proved essential for the establishment 
of the appropriate dose of UVA to be 
delivered. Patients with a history of 
burning after sun exposure, and 
patients with red hair, fair skin, or 
freckles, were treated very cautiously 
and less aggressively than patients 
with a medium or dark complexion 
and a history of easy tanning.. The 
minimal phototoxicity doses had to be 
determined on previously nonexposed 
sites in order to be reliable, and it was 
essential to observe the patient's 
capacity to pigment in these test 
fields. Patients whose test sites were 
still erythematous and not pigmented 
after four to five days showed a 
tendency to burn if irradiation doses 
were increased rapidly. However, if 
these sites were pigmented after four 
to five days, rapid increments of the 
UVA doses were usually well toler- 
ated. As patients started to tan during 
the treatment, it was possible to 
increase UVA doses at a relatively 
fast rate without risk of burning. 


COMMENT 


The general principles currently 
employed in the treatment of psoria- 
sis are, in essence, not too different 
from those that were followed 100 
years ago. This statement is true 
despite the fact that corticosteroids 
have replaced sulfur or mercury as 
active components of topical medi- 
cations, and that day care centers 
provide more convenient, though 
time-consuming, facilities for pa- 
tients with this chronic intractable 
disorder. Psoriasis therapy is still 
largely a topical form of treatment, 
and thus, is cumbersome, messy, 
disagreeable, and eventually frustrat- 
ing. This includes the use of topical 
steroids, which, in addition to being 
expensive, may produce atrophy if 
used under occlusive dressings or can 
be absorbed in large quantities in 
generalized psoriasis; it also applies to 
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the topical use of cytotoxic agents, ^^ 
which may cause severe skin irrita- 
tion, ulcerations, and allergie contact 
sensitivity.^' The systemic adminis- 
tration of antimetabolites,*'* particu- 
larly of methotrexate* ^*^ is no real 
alternative to topical therapy, be- 
cause, despite the fact that these 
agents induce rapid and complete 
remissions and that improved dosage 
schedules are available, they bear the 
risk of systemic toxicity, and are thus 
limited to a small group of patients. 
Photochemotherapy represents a 
. principle of treatment that may 
initiate a new era of effective UVL 
therapy. It puts into practice the 
interaction of light and drug—known 
for years in photobiology—as systemic 
treatment of psoriasis. Its effective- 
ness in clearing psoriatic lesions and 
maintaining patients in a state of 
remission has been demonstrated in a 
previous publication; and is now 
confirmed in the present study. It is 
far superior to UVL treatment, as 
shown in the  paired-comparison 
study, and to UVA alone (K.W., H.H., 
F.G., unpublished observations). The 
major advantages of PUVA are its 
ease of administration, the employ- 
ment of oral instead of topical medica- 
tion, the relative speed with which 
remissions are obtained, and the fact 
that psoriatic lesions disappear com- 
pletely, leaving no trace of previous 
skin involvement. This treatment is 
effective when other treatments fail, 
and does not involve systemic toxicity 
since photoactivation of the drug is 
confined to the skin. Above all, it is 
highly suited for outpaient therapy. 
Patients can be maintained free of 
lesions by maintenance treatments. 
The fact that 85% of our patients were 
kept in remission compares quite 
favorably with what is common expe- 
rience with conventional therapy." ^" 
So far, we have not seen refractori- 
ness of psoriasis to PUVA and have 
not failed to achieve clearing by step- 
ping up maintenance treatments af- 
ter a recurrence had developed. 
Photosensitizing agents have been 
previously employed in the treatment 
of psoriasis. This includes topical coal 
tar preparations followed by exposure 
to conventional UVL, as used in the 


Goeckerman regimen,” and more re- © 
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cently, the topical application of 
psoralens followed by black light irra- 
diation.* It is our experience that 
topical treatment with methoxsalen 
invariably results in intense, irregu- 
lar, disfiguring, and long-lasting hy- 
perpigmentations and a high inci- 
dence of blistering reactions in the 
normal skin adjacent to psoriatic 
plaques. Topical therapy with methox- 
salen is laborious, time-consuming, 
and therefore impractical in the treat- 
ment of generalized psoriasis. In a 
recent paper by Tronnier and Loeh- 
nig," reference has been made to a 
"combined treatment” that consists of 
the topical application of methoxsalen 
and the oral ingestion of 10 to 20 mg 
of the drug, followed by irradiation 
with black light; detailed data, bilat- 
eral comparisons, and controls were 
not presented. 

A key to the feasibility of photo- 
chemotherapy is the high-intensity 
light system, employed both in the 
previous! and the present studies. It 
emits high energies in the UVA range 
of uniform intensity over a large field 
for total body exposure, and should 
thus be considered in a different 
context than the ordinary black light 
devices available." Since its intensi- 
ties are greater, it permits short expo- 
sures for total body photosensitiza- 
tion, and thus renders this treatment 
practical. However, special precau- 
tions are necessary to avoid burning 
of the skin, and this includes knowl- 
edge of the kineties of the drug," 
metabolism, and photosensitization 
reaction," the determination of mini- 
mal phototoxicity doses, and an 
assessment of the patient's capacity 
to burn and to tan. The guidelines that 
have evolved from studies performed 
on the patients presented in this arti- 
cle, from a large number of patients 
with vitiligo, and from normal volun- 
teers have shown that such photosen- 
sitivity reactions can be controlled 
and monitored to remain within a 
therapeutically desired range. We 
have stressed that side-effects due to 
overdosage were observed only in the 
initial phases of the study when these 
guidelines were still being worked out 
and standardized. Patients currently 
under treatment do not have any 
problems of increased burning. It is in 


oo eee a eee ety re 


this context that it appears appro- 
priate to issue a word of caution 
pertaining to the use of methoxsalen 
and natural sunlight for psoriasis. The 
daily variations of the solar irradiance 
make the sun an unpredictable light 
source, and until safe guidelines have 
been worked out and publicized, such 
treatment should not be attempted. 
The rationale of photochemothera- 
py in psoriasis is the inhibition of the 
increased DNA synthesis within the 
psoriatic lesions™ by the interaction of 
psoralen molecules and light energy in 
the UVA range (320 to 400 nm).*^ 
Photo-excited methoxsalen (triplet 
state) can transfer the absorbed 
ultraviolet energy to DNA by forming 
monofunctional single-strand photo- 
adducts with thymine bases, and, on 
further irradiation, interstrand cross- 
links (bifunctional adducts) between 
opposite pyrimidine bases.**** This 
presumably leads to an inhibition of 
DNA synthesis, and thus cell division, 
within the rapidly dividing psoriatic 
epidermis. Whether this is the only 
mechanism responsible for the regres- 
sion of psoriatic lesions, or only one of 
multiple processes triggered by the 
photochemical reaction, is unknown. 
Methoxsalen and other psoralens 
are naturally occurring furocumarin 
derivates that have been known and 
available to physicians for many 
years.?'^^* The initial uneasiness that 
psoralens may be hepatotoxic (based 
on elevated sulfobromophthalein val- 
ues in two patients" have been 
dispelled by subsequent studies.'* 
Twenty-two years of worldwide expe- 
rience in the treatment of vitiligo 
have proven that methoxsalen is a 
nontoxic drug.*' There are no reported 
cases of adverse systemic effects, and 
this is probably due to the fact that 
orally ingested psoralens are rapidly 
metabolized in the liver," and that 
over 90% of the administered dose is 
excreted within eight to 12 hours in 
the urine.*’ Psoralens are detoxified 
as hydroxylated and glucuronide de- 
rivatives and are not accumulated in 
any detectable quantity either in skin, 
liver, or any other organ.*’*' The 
maximum concentration of the photo- 
sensitizing psoralen within the blood 
is found two to three hours after 
ingestion," and this correlates with 
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the peak of cutaneous photosensitiza- 
tion after oral administration. Four 
hours after ingestion of methoxsalen, 
the skin is much less sensitive to UV A, 
and after an additional four hours it is 
safe to expose the patients to UVA or 
the sun without risking undesirable 
photosensitivity reactions. Cataracts 
have been described in rodents**-* 
treated with extreme doses of me- 
thoxsalen and UVA for excessive peri- 
ods, but no such complications have 
been observed in man or in laboratory 
animals treated with therapeutic 
doses given orally.*'*°** Nonetheless, 
it appears advisable to shield the 
patient’s eyes during photochemo- 
therapy. 

Intraperitoneally applied methox- 
salen and UVA have been shown to 
produce squamous cell carcinomas in 
albino mice,‘’-*' who are highly suscep- 
tible to ultraviolet carcinogenesis.” 
Carcinomas have also been produced 
in pigmented mice given large doses 
of methoxsalen intraperitoneally and 
exposed to drug and light over exces- 
sive periods," and a high incidence of 
carcinomas was observed after the 
topical administration of psoralens 
followed by ultraviolet radiation.” 
Yet, orally administered psoralens 
and UVA*"**°3 or short-wave UVL® 
do not seem to augment such carcino- 
genesis above the level known from 
UVL irradiation alone, and this has 
been shown in albino and pigmented 
mice*'-?».53 and man.*!:>4-56 

Nonetheless, any agent known to 
bind to DNA after UV irradiation 
poses a theoretical risk of oncogenic- 
ity, and this notion should be evalu- 
ated against the background of the 
information available at present. 
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First, so far, there are no reports of 
the development of actinic keratoses 
or carcinomas in the normal skin or 
hypomelanotic lesions of patients with 
vitiligo who have been treated contin- 
uously with psoralens and ultraviolet 
radiation for as long as ten years,” 
but careful surveys dealing specifi- 
cally with carcinogenesis have not 
been performed on such patients. 
Second, cumulative exposure to sun- 
light over a 20- to 30-year period is the 
most important factor in the develop- 
ment of cutaneous cancers, and yet, 
ultraviolet irradiation delivered from 
artifieial light sources is constantly 
used in the treatment of many 
diseases and has not yet proved to 
induce carcinogenesis in man. Third, 
it is recognized that coal tar and 
ultraviolet radiation are carcinogenic 
in experimental animals," and yet, 
there is no evidence in the past 50 
years that psoriatics treated with coal 
tar and ultraviolet radiation, as in the 
Goeckerman regimen," have had an 
increased frequency of skin cancer. 
Still, the theoretical possibility of 
cutaneous carcinogenesis and perhaps 
other, as yet unknown, complications 
of long-term photochemotherapy re- 
mains, and only appropriate long- 
term studies will provide a final 
answer to this question. Plans are 
therefore being made to conduct 
multicenter trials on photochemother- 
apy both in the United States and 
Europe, using protocols that take into 
account all possible adverse effects of 
both an immediate and a distant 
nature. 

Psoriasis can be an ugly and dis- 
abling disease with severe psycholog- 
ieal and physical morbidity. As physi- 
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clans, we must constantly face risk 
benefit ratio decisions and recom- 
mend the least dangerous and most 
effective treatment for the patients. 
In our opinion, photochemotherapy is 
the best choice among the effective 
treatments presently available for 
generalized psoriasis. It is equally or 
more effective than steroids, without 
their side-effects; it is less inconve- 
nient, time consuming, and messy 
than total body tar application, and 
less dangerous than methotrexate. It 
is a clean ambulatory treatment that 
not only provides rapid clearing of. 
psoriasis, but also maintains patients 
in a state of remission. | 

The term "photochemotherapy" has 
been suggested' to describe the inter- 
action of light and drug that results in 
a beneficial effect on disease. Since 
the penetration of UVA is confined to 
the superficial layers of the skin, cyto- 
toxic effects occur only in this tissue 
and systemic toxicity is avoided. Thus, 
photochemotherapy represents a suc- 
cessful attempt to localize systemic 
chemotherapy to the diseased organ, 
the skin, sparing other organs not 
involved in the disease process. Pso- 
riasis is one example of how this ther- 
apeutic principle can be successfully 
applied. Preliminary results indicate 
that this approach may be also 
feasible in treating other cutaneous 
disorders. 
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Patch Test Reactions to Human Dander 


€ Patch tests reactions to human dan- 
der were positive in 120 of 181 (6696) 
patients with atopic dermatitis, in two of 
28 (7%) patients with allergic contact 
dermatitis, and in one of 31 (3%) normal 
controls. The frequency of positive reac- 


` -tions was significantly higher in patients 


with atopic dermatitis. The reactions 
| consisted of erythema and papules, which 
^ histologically showed an eczematous 


DE -change at the upper parts of hair follicles. 
. .There was significant correlation between 


` -patch test reactions to human dander and 


us delayed intradermal reactions to the same 


substance in atopic patients. It is sug- 
gested that certain patients with atopic 
dermatitis exhibit contact hypersensitivity 
to human dander. Whether or not the 
_ hypersensitivity has any relationship to 
-the pathogenesis of the dermatitis was not 
" determined in this study. 

(Arch Dermatol 112:951-954, 1976) 


he histologic changes that occur 

in atopic dermatitis are those of a 
subacute or chronic eczema.'* Since 
the best understood eczematous dis- 
ease, eczematous allergic contact der- 
matitis, is the result of a delayed 
hypersensitivity reaction to a contact 
substance, one would expect atopic 
dermatitis also to represent a delayed 
hypersensitivity lesion. However, pa- 


"tients with atopic dermatitis usually 
^" show diminished delayed hypersensi- 


tivity skin responses to various sub- 
stances: the incidence of contact 
hypersensitivity to environmental 
contactants is decreased in patients 
with this eondition,*? they are sensi- 
tized much less frequently by experi- 
mental sensitizers," and delayed in- 
tradermal reactivity to microbial an- 
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in Atopic Dermatitis 


tigens also is less responsive in the 
atopic patients than in controls.* 

We previously reported that posi- 
tive delayed intradermal reactions to 
human dander were prevalent in 
patients with atopic dermatitis.'' This 
reaction grossly and histologically had 
a close resemblance to tuberculin reac- 
tion. Using human dander as an 
antigen in a leukocyte migration test 
that has been successfully used as an 
in vitro correlate of delayed hypersen- 
sitivity, >” we recently have demon- 
strated that notable inhibition of 
migration of leukocytes is elicited 
only in those patients who manifest 
strongly positive delayed intradermal 
reactions to the dander," indicating 
that the delayed intradermal reac- 
tions to human dander are a manifes- 
tation of delayed hypersensitivity. In 
this study, therefore, we performed 
patch tests with human dander in a 
large number of patients with atopic 
dermatitis. 


SUBJECTS AND METHODS 
Selection of Patients 


A total of 181 patients with atopic 
dermatitis, 83 children and 98 adults, were 
selected for this study. The diagnosis was 
established on the basis of morphologic 
findings and distribution of skin lesions 
and a positive family history of atopy. 
Most of patients had lichenified patches 
that involved the antecubital and popliteal 
fossae and other predisposing areas. Sixty- 
six percent of the patients had an imme- 
diate family history of respiratory atopy or 
eczema, 

Clinical controls consisted of 28 adult 
patients with allergie contact dermatitis. 
Severity and extent of the dermatitis of 
these patients matched grossly those 
observed in the atopic patients. 

Normal controls included 31 adult per- 
sons without any evidence of skin dis- 
ease, 


Methods 


Dander from the scalp of normal adults 
was washed with acetone and dried. Patch 


atopic dermatitis and those with allergi ; 
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tests with the dander were performed on 
the upper portion of the baek or on th 
inner aspect of the arm ‘by means of th 
occlusive technique generally used i 
dermatology clinies. The patients wit 


contact dermatitis were tested when their 
eruptions were under control. E 

All of the patches were read at 48 how ar 
The strength of the reactions was grade 
as 1+ for erythema and seattered papule 
and 2+ for erythema and numerous 
papules. Beet 

Eight biopsy specimens were taken fron se 
the sites of positive reaction in patients 
with atopic dermatitis. Serial sections of... 
each specimen were made. 3 

To examine the persistence of the patch =. 
test reactions, most of the patch test sites. 
were observed again at seven days and, © 
when possible, several weeks later. 

In order to examine irritability of human > 
dander, a normal skin area was stripped o 
repeatedly by the application and removal. 
of Cellophane tape, as described by 
Haeberlin and Fox," in 50 adult patients 
with atopie dermatitis and 23 normal 
controls. Immediately after the stripping, 
patches with the dander were placed. 

Simultaneous with the patch tests, 
intradermal tests were performed in the 98 
adult patients with atopie dermatitis by 
the injection of 0.1 ml of a saline solution of 
the dander extract (l0ug protein/ml) as. Y 
described in a previous paper." The react o 
tions were read after 48 hours. The rela- i4 
tionship between the delayed intradermal. ^ 
reaetions and the pateh test reactions was = 3 
examined. E. 


RESULTS 
Patch Tests 


Positive patch test reactions to 
human dander were produced in 120 of 
181 (66%) patients with atopic derma- 
titis (Table 1). The positive reactions 
occurred in 82% of patients aged 2to8 — 
years, in 60% of those aged 9 to 15 -> 
years, and in 62% of those aged i6 to. E 
45 years. 

Table 2 shows the E 
tive reactions in adult patients- 
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Age of Patients No. of Cases = 





Table 1.—Pateh Tests With Human Dander in Patients With Atopic Dermatitis 


Reaction’ 


= 4- 
[- zoby — — o  — T 3 n 8 
[me 3m — 89 m 4 99 








T % of Positive Reactions 


* Minus ( —) indicates no reaction; plus (+) indicates erythema and scattered papules; two plus 


{++ indicates erythema and numerous papules. 









^ Diagnosis 





. - atopic dermatitis, in clinical controls, 
and in normal controls. Patients with 


eantly increased incidence of positive 
reactions when compared with the 
clinical eontrols (P < .01). | 
Positive reactions consisted of ery- 
thema and papules of various sizes 
(Fig 1). Pustular elements and erosion 
of the surface were absent. The reac- 
tions often spread beyond the mar- 
gins of the test patch. Skin sites of 
positive reactions were associated 
with moderate to severe itchiness. 


Histologic Findings For Patch Tests 


In all of the specimens examined, 
the principal changes were found at 
the upper portions of hair follicles 


= © (Fig 2). Varying degrees of spongiosis 


and migration of predominantly 


-— ^." mononuclear cells were present at the 


" external root sheaths. The dermis 
around the involved portion of the 
follicle contained a moderate amount 
. of a mononuclear cell infiltrate (Fig 
3). Similar eczematous changes were 
often found around the sweat ducts 
within the epidermis. The surface 
epidermis remote from the folliculo- 
poral openings was almost intact. 


Persistence of Patch Test Reactions 


The positive reactions usually per- 
sisted for several days after the patch 
was removed. A considerable number 
of the reactions lasted a week or 
longer and developed into lichenified 
plaques (Fig 4) or patches of scratched 
papules (Fig 5). 
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Table 2. —Patch Test With Human Dander in Adult Patients 
With Atopic Dermatitis and Controls 


Reaction 


No. of Cases _ 


Atopic dermatitis - 98 37 37 24 62 
Contact dermatitis — 28 26 2 0 7 
Normaj control 31 30 1 0 d 


+ + ++ % of Positive Reactions 


Effect of Stripping 


Stripping of ten layers of the 
stratum corneum with cellophane 
tape tended to strengthen the inten- 
sity of positive reactions, but it did 
not increase the frequency of positive 
reactions in patients with atopic 
dermatitis, as well as in normal 
controls (Table 3). 


Relationship Between Patch Test 
and intradermal Reactions 


Positive delayed intradermal reac- 
tions to human dander were found in 
69 to 98 (70%) adult patients with 
atopic dermatitis (Table 4). When the 
sample was divided according to the 
delayed intradermal reactivity, patch 
test reactions to human dander were 
positive in 57 of 69 (83%) patients who 
showed positive delayed intradermal 
reactions but only in four of 29 (14%) 
patients who had no delayed intra- 
dermal reactivity. Thus, there was 
significant association between patch 
test reactions to human dander and 
delayed intradermal reactions to the 
same substance (P < .01). 


COMMENT 


The results of this study indicate 
that positive patch test reactions to 
human dander are more prevalent in 
patients with atopic dermatitis than 
in those with allergic contact derma- 
titis or normal controls. Simon's has 
investigated extensively the role of 
human dander in the production of 


atopic dermatitis. He has demon- 


strated that a high percentage of chil- 





dren with atopic dermatitis have posi- 
tive patch test reactions to human 
dander and suggested that the reac- 
tion is an allergic manifestation. 
However, other investigators re- 
gard it as a nonspecific irritation. 

To our knowledge, the irritant 
theory of human dander is based on 
studies by Sulzberger and cowork- 
ers?"? and an investigation by Nex- 
mand." Sulzberger et al observed a 
relatively high incidence of papulo- 
pustular reactions to patch test with 
certain metallic salts (eg, nickel 
sulfate) and certain proteins (eg, 
danders) as a toxic manifestation. 
Nexmand reports that patch tests 
with human dander have produced 
follicular, papular reactions in eight of 
13 (61%) patients with atopic dermati- 
tis. This is in good agreement with the 
results of our study. But Nexmand 
concluded that the reaction was 
caused by primary irritation, simply 
because this reaction consisted of 
follicular papules. These authors did 
not consider that folliculoporal, papu- 
lar patch test reactions can also occur 
in true allergic contact dermatitis 
from nickel,” neomycin,” and formal- 
dehyde.” 

Thus, there is no definite support 
for the view that patch test reactions 
to human dander represent a nonspe- 
cific primary irritation. 

This study showed that stripping of 
the stratum corneum did not increase 
the frequency of positive patch test 
reactions to human dander not only in 
patients with atopic dermatitis but 
also in normal controls. This would 
indicate that human dander is not an - 
irritant substance. 

A fundamental problem in evaluat- 
ing patch test reactions in patients 
with atopic dermatitis is whether or 
not these patients have increased 
nonspecific irritability of the skin. 
Several studies have reported that 
uninvolved skin of patients with 
eczema reacts more readily to nonspe- 
cific irritants than skin of normal 
controls. According to Björnberg, 
patients with eczema of the hand 
react normally to irritants while the 
eczema is localized to the hands, but 
they react more strongly than controls 
to the irritants when the eczema 
spreads to other sites. Skog^ con- 
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cludes that threshold of tolerance for 
primary irritants is not lowered in 
patients with atopic dermatitis. On 
the other hand, Fisher et al" states 
that frequent occurrence of pustular 
patch test reactions to heavy metals in 
patients with atopic dermatitis is 
evidence of irritable skin in atopic 
individuals. However, we recently 
have shown that pustular patch test 
reactions to 5% nickel sulfate are 
rarely produced over normal skin sites 
in patients with atopic dermatitis, 
while such reactions regularly occur 
when tested over skin sites with ecze- 
matous inflammation or noneczema- 
tous skin damage in atopic patients, 
as well as in control subjects.” Thus, it 
still remains to be determined wheth- 
er or not nonspecific irritability of the 
uninvolved skin in patients with atop- 
ic dermatitis is increased. 

The positive patch test reactions to 
human dander often spread beyond 
the margins of the test patch. They 
histologically showed spongiosis and 
mononuclear cell migration in the 
follieular epidermis and infiltrates of 
mononuclear cells in the dermis. The 
reactions often persisted for several 
weeks and developed into a lichenified 
patch. There was a significant correla- 
tion between the patch test reactions 
to human dander and the delayed 
intradermal reactions to the same 
substance. 

From all of the data mentioned 
previously, it seems most reasonable 
to consider that patch test reactions to 
human dander are allergic manifesta- 
tions, though the possibility that the 
reactions are caused by primary irri- 
tation is not completely excluded. 
Whether or not the contact hypersen- 
sitivity to human dander has any rela- 
tionship to the pathogenesis of atopic 
dermatitis was not determined in this 
study. The importance of this study 
lies in the demonstration that there is 
a ubiquitous substance to which 
patients with atopic dermatitis fre- 
quently develop contact hypersensi- 
tivity. 

This assertion is not in accordance 
with the widespread assumption that 
cell-mediated immune reactivity is 
usually decreased in atopic dermatitis. 
However, it should be noted that 
suppressed cell-mediated immunity 
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Fig 1.—Positive patch test reaction to 
human dander consists of pruritic erythe- 
ma and papules. 


Fig 2.—Spongiosis and mononuclear cell 
migration in external root sheath (he- 
matoxylin-eosin, original magnification 
x 280). 








Fig 3.—Perivascular infiltrate of mononuclear cells around involved follicle (hematoxylin- 
eosin, original magnification x 400). 


Fig 4.—Lichenified plaque at skin site of 
positive patch test (two weeks after patch 
testing). 


Fig 5.—Scratched papules at site of posi- 
tive patch test (four weeks after patch 
testing). 
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Diagnosis 


Table 3 —Effect of Stripping of Stratum Corneum on Patch Tests 
With Human Dander 


No. of Cases — 


Atopic dermatitis 50 18 | 64 
Normal control 23 22 1 0 4 









Reaction 


+ ERA % of Positive Reactions 
9 23 










Patch Test Reaction 


may occur as the end result of nonspe- 
cifie manifestations of normal immu- 
noregulatory phenomena.” Transient 
impairment of cell-mediated immune 
reactions to tuberculin, dinitrochloro- 
. benzene, or any antigen that induces 


. ^. eellmediated immunity is seen in 
-  . individuals with various infectious as 
— well as noninfectious inflammatory 


processes.***’ Therefore, the eczema- 
tous inflammation in atopic derma- 
titis itself may lead to suppression of 
cell-mediated immune responses in 
this condition. Furthermore, there is 
experimental evidence that prior sen- 
sitization of animals with a certain 
antigen may reduce their ability to 
develop delayed hypersensitivity 
against test antigens unrelated to the 
first sensitization (antigenic competi- 
. tion). The phenomenon of anti- 
. genic competition to contact allergens 
has been verified in allergic contact 
. dermatitis in humans as well as in 
animals.” Therefore, the decreased 
delayed hypersensitivity responses to 
various substances in atopic derma- 
titis should not be regarded as 
evidence of general depression of 
delayed hypersensitivity mechanism. 
One must eonsider another possibility 
that patients with this condition are 
sensitized to certain substances, which 
may reduce their ability to develop 
delayed hypersensitivity against oth- 
er antigens. In this regard, the 
occurrence of delayed hypersensitivi- 
ty skin reactions to human dander 
indieates a need for further studies of 
the delayed hypersensitivity mecha- 
nism in this disease. 
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Table 4. —Relationship Between Delayed Intradermal Reaction 
| and Patch Test Reaction to Human Dander 


Delayed intradermal Reaction 





Negative 


Negative 25 12 37 
Positive 4 57 61 
Total 29 69 98 


Positive Total 
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Pathogenesis of 


Woronoff Ring in Psoriasis 


Neal S. Penneys, MD, PhD; Vincent Ziboh, PhD; Paul Simon, MD; Jon Lord 


e As a result of ultraviolet light and 
coal tar therapy, a white ring (Woronoff) 
may develop in the normal skin adjacent 
to psoriatic plaques. Injection of prosta- 
glandin E. (PGE.) 1 cm outside of Woro- 
noff ring produced redness in the ring, 
demonstrating that vessels within the ring 
were not unresponsive to PGE,. Whole 
skin homogenates from Woronoff ring 
contained an inhibitor of prostaglandin 
synthesis that was not found in unin- 
volved skin that was obtained from either 
psoriatics or normal controls. Prostaglan- 
din E, levels in the ring were one third of 
those in uninvolved skin from either pso- 
riatics or normal controls. These findings 
suggest that the white ring that surrounds 
ultraviolet-light-treated psoriatic plaques 
is produced by a local inability to synthe- 
size PGE, in response to an ultraviolet 
light stimulus, resulting from the pres- 
ence of an inhibitor of prostaglandin 
synthesis. 

(Arch Dermatol 112:955-957, 1976) 
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p 1926, Woronoff described a non- 
reddened area of normal skin 
surrounding ultraviolet (UV)-light- 
treated psoriatic plaques' (Fig 1). A 
similar phenomenon occasionally oc- 
curs following topical corticosteroid 
therapy of psoriatic plaques. In con- 
sidering the pathogenesis of this clin- 
ical phenomenon, we observed (1) 
that the area of whiteness was ap- 
proximately the same width around 


6 Dom 


at 


the psoriatic plaque, regardless of the 
size and shape of the plaque; and (2) 
that the white area did not develop 
redness during UV light and coal tar 
therapy. We have previously reported 
that whole skin homogenates from 
psoriatic plaques contained an inhib- 
itor of prostaglandin (PG) synthesis.’ 
Snyder and Eaglstein have observed 
that local treatment of skin with in- 
domethacin (a compound known to in- 


Fig 1.—Woronoff ring in a patient with psoriasis who underwent UV light therapy. 
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< terfere with PG synthesis) aborted 
© the development of UV-induced red- 


ness, suggesting that UV-induced er- 


n z ythema was in part mediated by 
_ “PG. Other reports have also shown a 


. direct rise in endogenous levels of 


A skin PG after UV therapy.*? 


In this study, we have examined 
the skin in Woronoff ring to see if the 
inability of this area to redden after 
. exposure to UV light is the result of a 
local deficiency of prostaglandin E, 
(PGE,). 


PATIENTS AND METHODS 
Patient Characteristics 


Patients with widespread psoriasis who 
had been admitted to the Dermatology 
Service of the Jackson Memorial Hospital 
. for coal tar and UV light therapy were in- 


e t cluded in this study. Control patients had 
^: > Other nonfamilial dermatologic diseases 
_- with areas of uninvolved skin. 


Patients had 1% crude coal tar in an- 


s hydrous wool alcohol applied to all lesions 


twice daily. Eight hours after application, 
the ointment was removed with mineral oil 
and the patients were exposed to increas- 


ae ing increments of UV light from fluores- 


cent tubes as described by Marsico and 
Eaglstein. The patients received irradia- 
tion twice daily with a minimum of 80,000 
ergs/sq cm for at least 72 hours (the short- 
est period required to observe Woronoff 
rings) before the subsequent inhibitor and 
prostaglandin studies were accomplished. 
Biopsy specimens were taken from two to 
six hours after light exposure. The unin- 
volved skin of the psoriatic patients 
showed mild to moderate erythema, while 
the Woronoff rings showed no erythema. 
The nonirradiated control skin from non- 
psoriatic subjects was not red. Topical cor- 
ticosteroids were not used. 


Estimation of Endogenous PGE, 
in Skin of Normal Controls 
and Psoriatic Patients 


Acetone powder of sheep vesicular gland 
and arachidonic acid (approximately 99% 
pure) were used in this study. Solvents 
were redistilled before use and all other 
chemicals were of reagent grade. 

Four-millimeter punch biopsy specimens 
were obtained from psoriatic patients af- 
_ ter intradermal injection of 1% lidocaine 
^ (plaque, six; white ring, three; uninvolved 
. irradiated skin, seven) and from nonirra- 
- diated skin of normal controls (six) who 
had given informed consent. The biopsy 
specimens were immediately placed in 
chloroform-methanol solvent mixture (Z:1y 
and were homogenized with a motor- 
driven glass homogenizer while chilled in 
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an ice bath. Tissue debris was removed by 
filtration on sintered glass funnels, and the 
filtrate evaporated to dryness in a rotary 
evaporator. 

The PGE, was purified by two consecu- 
tive thin-layer chromatographic systems 
on silica gel G. The PGE, was eluted from 
thin-layer plates and converted to PGB, 
by treatment with 0.5N potassium hydrox- 
ide in methanol, methylated by diazometh- 
ane and silylated according to Jouvenaz et 
al? The silylated methyl ester of PGB, in 
the skin was identified by comparison with 
reference PGE,, when treated similarly. 
Quantification was by triangulation of the 
gas chromatographie peaks, and the re- 
sults were expressed as ng PGE,/mg of 
protein. 


Oxygen Absorption Studies 


To detect inhibitors of PG synthesis, 
whole skin (approximately 2 mg) was ho- 
mogenized in 0.5 ml of 100 millimolar tris 
hydrochloride buffer, pH 8.5. Aliquots of 
skin homogenates from either psoriatic 
plaques (13), Woronoff ring (three), unin- 
volved irradiated psoriatic skin (11), or 
uninvolved nonirradiated control skin (ten) 
were incubated at 37 C with arachidonic 
acid and sheep vesicular gland PG synthe- 
tase (dioxygenase) as described by Smith et 
al.* The reaction rate (umol/min) was de- 
termined by continuous measurements of 
oxygen uptake, using an oxygen electrode. 
Oxygen absorption was measured with an 
oxygen monitor that was equipped with a 
bath assembly and attached to a potentio- 
metric recorder. Readings were made 
using the percent transmittance setting of 
the recorder. In this system, oxygen con- 
sumption reflects conversion of arachi- 


 donie acid into PG through a cyclic 


endoperoxide intermediate. Proteins were 
determined as described by Lowry et al," 
using bovine serum albumin as the stan- 
dard. 


Intradermal Injection of PGE, 


In two patients, 100ug of PGE, in 0.1 ml 
of saline or 0.1 ml of saline alone were in- 
jected intradermally 1 em outside of a 
Woronoff ring; the area was observed for 
the development of redness. 


Statistical Analysis 


Data was analyzed by the Wilcoxon 
matched pair signed rank test, a nonpara- 
metric test that makes no assumptions 
about the normality of the distribution. 


RESULTS 


Injection of PGE, into Woronoff 
ring produced redness, while injection 
of saline did not; therefore, vessels 





within the ring were competent and 
could respond to PGE, if present. 
The net oxygen consumption of ho- 
mogenates of psoriatic plaque, Woro- 
noff ring, and normal skin obtained 
from psoriatics and controls is shown 
in Fig 2. Two specimens taken from 
irradiated skin immediately adjacent 
to psoriatic plaques that did not have 
white rings did not contain inhibitor, 
and are grouped with specimens that 
were taken at greater distances from 
the plaque. Homogenates of normal 
skin contain substances that stimu- 
late the oxygenation of arachidonic 
acid in our assay system. The nature 
of this stimulatory effect is unknown 
at present; however, this phenomenon 
may indicate the presence of a sub- 
stance in normal skin that stimulates 
the synthesis of PG via the dioxy- 
genase. Studies are in progress that 
address this question. We have pre- 
viously shown that psoriatic plaque 
skin homogenates decreased the oxy- 
genation of arachidonic acid in our 
assay when compared with that of 
skin homogenates from either normal 
controls or uninvolved skin of psori- 
atic patients.? By comparison, homog- 
enates of skin from Woronoff ring 
caused the greatest decrease in oxy- 
gen consumption (P « .01 when com- 
pared with uninvolved skin from pso- 
riatics, P< .02 when compared with 
normal controls). However, conclu- 
sions regarding the absolute amount 
of inhibitor present in these tissues 
cannot be made, since the protein 
content of each probably differs. Oxy- 
gen consumption in the plaque and 
the ring were below those of the con- 
trols (dioxygenase and arachidonic 
alone), suggesting a direct inhibition 
of the activity of the dioxygenase. 
The PGE, levels in whole normal 
skin obtained from Woronoff ring 
were one third of those found in nor- 
mal skin of controls (P < .05) or unin- 
volved areas of psoriatic patients 
(P < .02) (Fig 3), suggesting that an 
inhibitor of PG synthesis may be 
present in the Woronoff ring. There- 
fore, it is reasonable to suggest that 
the substance that depresses oxygen 
consumption in vitro may in part be 
responsible for the depression of PG 
synthesis in the ring in vivo. This 
view is consistent with the fact that 
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-homogenate minus oxygen consumption in presence of dioxy- 


genase and arachidonic acid alone. 


injection of PGE, into the ring area 
produced redness. 

The PGE, levels in  psoriatic 
plaques were similar to those of nor- 
mal uninvolved skin. One might pre- 
dict à decreased level of PGE, in the 
psoriatic plaque since an inhibitor of 
PG synthesis has been detected in 
this tissue. However, the elevated 
levels of PGE, in the plaque relative 
to those in the ring might be second- 
ary to the presence of inflammatory 
infiltrate in the lesion. Inflammatory 
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cells have been reported to synthesize 
PG", and thus could contribute to 
PGE, levels in the plaque. Histologic 
preparations of skin taken from the 


white ring had a normal-appearing 


epidermis and did not contain a sub- 
stantial inflammatory infiltrate. 
Extracts from psoriatic tissue in- 
hibited the dioxygenase, a rate-limit- 
ing enzyme that catalyzes the first 
step in the pathway of PG synthesis; 
an inhibitor of PG synthesis has been 
found during UV light therapy in the 
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normal-appearing skin that. immedi- SS 
ately surrounds psoriatic plaque.  - 
These results support the hypothesis 2 
that an inhibitor of PG synthesis dif- —— 
fuses outward from the psoriatie 
plaque during UV light and coal tar - 
therapy into adjacent normal skin, . 
producing Woronoff ring. Ys 
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. * Five cases of Kaposi sarcoma with 
vinblastine sulfate treatment were com- 
pared with 18 cases reported in the litera- 
ture. Our experience with a low-dosage 
schedule emphasizes that toxicily is not 
necessary for a favorable result. Vinbias- 
tine seems to be an effective treatment for 
Kaposi sarcoma and, in selected cases, 
may supplement radiation therapy or be 
used alone. 

(Arch Dermatol 112:958-961, 1976) 


F or most patients with Kaposi 
L sarcoma in the United States and 
in Europe, outpatient management 
== with local radiation therapy has been 
^ c. satisfactory." Investigation of other 
therapeutic agents is underway, 
Sec mainly in Africa where the increased 
‘incidence and aggressiveness of dis- 
ease, and the lack of adequate radia- 
tion therapy facilities have prompted 
chemotherapeutic trials.” Regimens 
have followed a protocol in which 
.high-dosage courses of chemotherapy 
have been given. Relapses are com- 
mon, and side-effects may be lethal. 
Furthermore, the recent reports of 
. Kaposi sarcoma developing in immu- 
^... nosuppressed patients suggest that a 
therapeutic agent that leaves host 
= defenses intact is desirable." 
. Seott and Voight,” in 1966, reported 
the suecessful treatment of Kaposi 
sarcoma with vinblastine. Further use 
of this drug has shown that it is 
effective and relatively nontoxie.'*'* 
The experience of one of us (R.K.W.) 
with a low-dosage vinblastine regi- 
men in histiocytosis X encouraged us 
to use it in the treatment of patients 
with Kaposi sarcoma.'* 


REPORT OF CASES 





Case L.—A "71-year-old man came to our 
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Treatment of Kaposi Sarcoma 
With Vinblastine 


Stephen B. Tucker, MD, R. K. Winkelmann, MD, PhD 


clinic in April 1972, for treatment of wide- 
spread Kaposi sarcoma. Dark purple areas 
had developed on his lower extremities two 
years previously and had spread gradually. 
Radiation therapy to the groin and feet 
had been administered, with transient 
improvement three months prior to his 
coming to our clinic. 

Results of physical examination dis- 
closed lesions on his face, tongue, buceal 
mucosa, palate, eonjunctivae, trunk, geni- 
talia, and extremities. The diagnosis of 
Kaposi sarcoma was confirmed histologi- 
cally. Results of bowel studies were normal, 
except for divertieuli, and there were posi- 
tive delayed-hypersensitivity skin reac- 
tions to Candida, histoplasmosis, and 
streptokinase-streptodornase. 

Treatment with vinblastine sulfate (5 
mg intravenously per week) was begun in 
April 1972. Substantial regression of 
lesions was noted, with flattening of all 
raised lesions and development of no new 
lesions (Fig 1). Mild posttherapy anorexia 
was the only complaint. During the eighth 
and ninth months of treatment, malaise 
and nausea were noted after each injec- 
tion. An episode of a burning sensation 
throughout his body with erythema and 
swelling of the arm prompted reevaluation 
ten months after the initiation of vinblas- 
tine therapy. The episode was considered 
to be thrombophlebitie, but neuropathy 
was considered also because of changes on 
the electromyogram. Neurologie examina- 
tion showed no clinical abnormality. A 
biopsy specimen from a previous lesion 
disclosed a hemangioma, Therapy with 
vinblastine was discontinued. 

The patient was essentially free of new 
lesions for one year, at which time Kaposi 
lesions, confirmed by biopsy, reappeared 
and again became widespread. At his last 
visit in June 1974, the patient was 
receiving mechlorethamine hydrochloride 
intravenously because he had refused 
further weekly therapy with vinblastine. 

CasE 2.—À 46-year-old man was first 
seen at the Mayo Clinic in 1946 because of 
psoriasis. In 1950, colonie carcinoma was 
resected. Glomerulonephritis was diag- 
nosed in 1960. He developed pemphigus 
vulgaris that involved the scalp, trunk, 
extremities, and oral mucosa in 1971, and 
he was treated to remission with predni- 


sone. A biopsy specimen from a purple 
lesion on his heel in 1971 demonstrated 
Kaposi sarcoma. The initial course of local 
radiation was successful, and local recur- 
rences also responded to radiation. 

By 1974, Kaposi sarcoma involved large 
areas of his lower extremities, as well as 
isolated areas elsewhere on his body (penis, 
back, abdomen, buttocks, palate, and 
thumb). Because of increasing resistance 
of the lesions to radiation therapy alone, 
the patient was given a combined course of 
vinblastine sulfate (0.1 mg/kg intra- 
venously per week) and concurrent radia- 
tion therapy to the lower legs and thumb. 
All involved areas flattened, and there was 
arrest of development of new lesions. 
Seven months later, the substantial regres- 
sion continued. 

Case 3.—An 80-year-old man was seen at 
the Mayo Clinic in May 1973. After trauma 
to his left leg in 1966, dependent edema 
developed. Small, blue-purple, raised le- 
sions developed on his left foot one year 
later, and additional lesions appeared 
subsequently on his right foot. Biopsy 
specimens of these lesions showed Kaposi 
sarcoma. Radiation therapy produced a 
remission for one year. 

Subsequent radiation therapy produced 
increasingly shorter remissions. After 
maximal radiation to his legs, recurrent 
ulcerative Kaposi sarcoma lesions in areas 
of radiation fibrosis, as well as plaques and 
nodules on the feet and legs, were still 
present. Results of bowel study, liver- 
spleen sean, and bone marrow study were 
normal, and there were positive delayed- 
hypersensitivity skin reactions to mumps, 
streptokinase-streptodornase, and puri- 
fied-protein derivative. Therapy with vin- 
blastine sulfate (0.1 mg/kg intravenously 
per week) was instituted. Diminution of 
existing lesions, with no new lesions, was 
attained (Fig 2). Therapy was discontinued 
while grafting was performed in a large 
ulcer area in the center of a Kaposi lesion. 
After five months, therapy with vinblas- 
tine sulfate (0.1 mg/kg intravenously per 
week) was reinstituted; the size of the 
lesions decreased, and no new lesions 
developed. The ulcers have been a recur- 
ring problem. 

Case 4.—A 75-year-old man came to the 
Mayo Clinic in January 1974 for treatment 
of dermal plaques and nodules that had 
been present for three years. The lesions 
had begun on the lower extremities, with 
recent diffuse spreading to involve trunk 
and upper extremities. Previous treatment 
consisted of injections of ascorbate sodium 
(vitamin C) and eyanocobalamin (vitamin 
Ba). 

A biopsy specimen disclosed Kaposi 
sarcoma. A positive delayed hypersensi- 
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Fig 1.—Left, Prior to therapy. Right, After nine months of vinblastine therapy (case 1). 


Fig 2.—Left, Prior to therapy. Right, After six months of vinblastine 
therapy (case 3). 
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Number of Patients 


Excellent Good Poor None 


Fig 3.—Tumor responses to vinblastine 
therapy. Twenty-three patients (pts) with 
Kaposi sarcoma. 


tivity skin reaction to Candida, a normal 
bone marrow, a negative bowel x-ray film 
series (except for diverticuli), and a nega- 
tive liver-spleen scan were noted. The 
patient also was found to have mild 
diabetes. 

Because of the widespread progressive 
nature of the lesions, therapy was begun 
with vinblastine sulfate (0.1 mg/kg intra- 
venously per week). Flattening of all 
lesions was evident at follow-up examina- 
tion 24% months later, and no new lesions 
had developed since initiation of therapy. 
Except for an inadvertent large dosage of 
0.3 mg/kg, with resultant transient leuko- 
penia, the patient has tolerated this 
therapy well on a weekly to biweekly 
dosage schedule. At 14-month follow-up, 
clinieal remission continued, although his- 
tologic evidence of Kaposi sarcoma was 
still present. 

Case 5.—A 38-year-old man came to the 
Mayo Clinic in September 1974, for treat- 
ment of widespread cutaneous purplish 
nodules and plaques. The lesions began to 
develop on his foot in 1971 and were diag- 
nosed histologically by various examiners 
as Kaposi sarcoma, unusual cutaneous 
lymphoma, and dermatitis with reactive 
lymphadenopathy. The presence of Kaposi 
sarcoma in the skin and cervical lymph 
nodes was confirmed histologically at our 
clinic. 

Results of our examination showed 
extensive bilateral pleural effusions and 
pulmonary infiltrates, with malignant cells 
identified in the effusion. The epiglottis 
was involved also, and the patient was in 
moderate respiratory distress. The lesions 
on the body, which involved large areas of 
the trunk and extremities were extensive, 
and cervical lymphadenopathy and notable 
lower extremity edema were evident. De- 
layed hypersensitivity skin tests were posi- 
tive to histoplasmin and mumps, and a 
liver scan showed normal size but irregular 
uptake. The patient refused lymphangiog- 
raphy. Hemoglobin level was 12.5 g/100 ml, 
with normal bone marrow. 

Treatment with vinblastine sulfate (0.1 
mg/kg intravenously per week) was insti- 
tuted on Oct 29, 1974. Local radiation 
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Patients With Kaposi Sarcoma Treated With Vinblastine 


Patient/ 
Age, yr/ 
Author Sex 
Present 1/71/M 
study 


Approximate 
Vinblastine 
Dosage 


5 mg/wk 


2/80/M 0.1 mg/kg/wk 
3/75/M 0.1 mg/kg/ 

. 1-2 wk 
4/74/M 0.1 mg/kg/wk 


5/38/M 0.1 mg/kg/ 
1-2 wk 

5-20 mg inter- 
mittently 

10 mg inter- 
mittently 


Scott and 
Voight!2 


6/56/M 


7/42/M 


8/65/M 
9/73/M 


10 mg/day for 
2 days 


0.15-0.3 mg/ 
kg/wk 


5 mg/mo 
3-10 mg/2 wk 
13 5-10 mg 


Scott!5 


Cortés | 
et al? 


Thivolet 11/M 
et al! 12 


10/40/M 


Klein's 


Goldman 
et al" 


14-16 Hr 
17/81/F 8 mg/w 
18/M 3-14 mg/ wk 


19/51/M 
20/68/F 


10 mg/ wk 
4-18 mg/ wk 


21/73/M 
22/73/F 
23/60/M 


4-12 mg/wk 
5 mg/wk 


0.1-0.2 mg/ 


Dantzig!? 
. kg/wk 





* Estimated in some cases. 
T Three cases: one excellent, two poor. 


therapy to the epiglottis and to an exten- 
sive plaque on the left thigh was used also. 
Some flattening of the skin lesions was 
noted during the first month of therapy. 
During eight months of treatment, there 
was almost complete flattening of all cuta- 
neous lesions, and no new lesions devel- 
oped. Thoracenteses were required during 
the first four weeks, but the effusions have 
since shown a 50% resorption, and the 
patient has returned to work part-time. 
Because of mild depression and nausea 
after each dose of vinblastine, the patient 
requested and is being maintained on 
biweekly rather than weekly therapy. 


RESULTS 


In addition to the present study, 
several other authors have reported 
their experience with vinblastine in 
the treatment of Kaposi sarcoma 
(Table). The cumulative results have 


Dose, mg” 


Total 
Response 


Excellent 


Complications 


120 Malaise, nau- 
sea, possible 
phlebitis 


146  Leukopenia 
142  Leukopenia 


Good 
Excellent 


Excellent 
Good 


132 None 


120 Mental depres- 
sion, nausea 


77 \Leukopenia Excellent 


20  Leukopenia, 
malaise, 
dyspnea, 
alopecia, 
anorexia 

Leukopenia 


20  Leukopenia, 
sepsis 
91 None 


Excellent 


Excellent 
Excellent 


Excellent 


Excellent 
Excellent 
Good 


Leukopenia 
Leukopenia 
Leukopenia 


- E t 


1,73 Leukopenia 


75  Leukopenia, 
pneumonia 


875  Leukopenia 
355  Leukopenia, 
sepsis, per- 
sistent gran- 
ulocytopenia 
219  Leukopenia Poor 
200 m None 
Excellent 


Good 
None 


Excellent 
Excellent 


been favorable. An initially favorable 
response was noted in 21 of 23 pa- 
tients. The two failures of response 
involved one patient who was treated 
with an alkylating agent, vinblastine, 
and mediastinal radiation for Hodg- 
kin lymphoma in whom Kaposi sarco- 
ma developed during this regimen. 
The second failure involved a patient 
who died of pneumonia after only two 
months of therapy." We have catego- 
rized the responses as excellent, good, 
and poor (Fig 3). Fourteen patients 
showed substantial regression of their 
disease, with flattening of large 
tumors, nodules, and plaques and 
development of no new lesions while 
receiving therapy. Three of these 
patients had demonstrable involve- 
ment of lymph nodes or viscera or 
both, as well as widespread cutaneous 


Kaposi Sarcoma—Tucker & Winkelmann 





. disease."'''* Four patients experi- 


. -e enced some initial regression of 
- lesions, with subsequent good control 
of their disease and fewer or no new 
. lesions while being treated." Con- 
tinued therapy was necessary for 
maintenance of response in most, but 
-: not all, cases. Three patients had 
- -. jnitial good regression of disease, with 
Subsequent progression, despite con- 
tinued therapy.'*" 

Side-effeets consisted mainly of 
transient depressions of the peripher- 
al leukocyte count. Three patients 
experienced infection, which was fatal 

4. in one case.^" One of the three 
" . patients also had a persistently low- 
— ered percentage of peripheral blood 
bs granulocytes after staphylococcal sep- 
tieemia. Our first patient had post- 
therapy malaise, nausea, and an 
isolated episode of burning pain. And 
our fifth patient had a transient 
psychologic depression and nausea 
after each vinblastine administra- 
tion. 

In some patients, the initial re- 
sponse was seen almost immediately 
after the initial dosage of the drug, 
whereas in others, the response was 
seen as late as two months after 
initiation of therapy. Duration of 
response was also variable, the longest 
remission being five years in a patient 
who was receiving continuous treat- 
ment." 
















COMMENT 
Recently, Reed and associates?" con- 
trasted the two major clinieal pre- 
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sentations of Kaposi sareoma; the 
slowly progressive lesions usually 
were confined to the skin of the lower 
extremities and the more rapidly 
progressive widespread form had in- 
ternal involvement. Fortunately, the 
former type is most prevalent in the 
United States and Europe. However, 
for the patients with widespread 
disease, as well as for those who have 
had maximal doses of irradiation or 
who have become resistant to irradia- 
tion, an alternative to local radio- 
therapy is needed. In the past, nitro- 
gen mustard, cyelophosphamide, or 
methotrexate has been used with 
varied success. We believe, however, 
that vinblastine is a practical, as well 
as a successful, therapeutic agent. 

Scott and Voight suggested that 
response might be related to the 
leukopenie effect of vinblastine and 
that optimal therapy required the 
presence of leukopenia. Goldman and 
associates" based their dosage sched- 
ule on the amount required to produce 
a leukocyte count of 2,000 to 3,500/cu 
mm. Two of the three reported epi- 
sodes of sepsis occurred in their 
patients. We believe that such therapy 
further depresses the host immune 
response, which naturally leads to 
infections and offers an additional 
opportunity to an aggressive tumor in 
an unresisting host. 

A more fulminant type of Kaposi 
sarcoma has been associated with 
defects in immunologie responsive- 
ness." At the Mayo Clinic, we have 
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attempted to effect regression of the - 
sarcoma while maintaining (to some - 
degree) the patient's immunologic x 
defenses with preservation of a 
normal peripheral leukocyte count. 
The standard dosage of 0.1 mg/kg ^ 
intravenously per week has given = 
satisfactory regression of lesions and .. 
has produced only minor and transient 
effects on the leukocyte count. The 
vinblastine is diluted in 50 ml of — 
normal saline and added in a piggy- 
back fashion to an already running . 
intravenous normal saline solution, 
usually over the span of an hour. This - 
is to prevent extravasation of vinblas- 
tine, as well as to prevent any side- 
effects that might arise from. an 
excessively high plasma drug level -A 
from a rapid injection of the drug.. : 
Blood counts are obtained weekly, aso 
the leukocyte-count-lowering effect of hc 
vinblastine is seen 7 to 14 days after — . 
administration. If the leukocyte count. .— 
is less than 4,000/cu mm, the dose is . 
withheld until the next week'sevalua- -= 
tion. As with all drug therapeutic 
regimens, untoward reactions must be. 
anticipated, and drug dosage must be 
adjusted accordingly. Although this 
group of patients is small and long- 
term appraisal will not be available 

for some time, the response of Kaposi 
sarcoma to vinblastine therapy gives 

rise to cautious optimism. 
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Pemphigus 





A 20-Year Review of 107 Patients Treated With Corticosteroids 


Fredric R. Rosenberg, MD; Saul Sanders, MD; Carl T. Nelson, MD 


|. we feview 107 consecutive cases of 


| v. mha The mortality for pemphigus 
‘vulgaris. and ‘pemphigus. vegetans was 


4696 between 1949 and 1959 and 24% 
between 1960 and 1970. The overali 
. mortality for all types of pemphigus was 
32%. In the corticosteroid era, complica- 
tions of therapy were the most frequent 
causes of death. Mortality and morbidity 
-closely correlated with the corticosteroid 

“dosage used to attain control. This 


ET. "dosage proved to be variable and could 


not be predicted at the outset in any given 


á a : patient 


. (Arch Dermatol 112:962-970, 1976) 


i upon were introduced for 

J the treatment of pemphigus 
over 20 years ago. Despite their 
dramatic effectiveness in a once 
almost inevitably fatal disease, the 
mortality still remains high. Compli- 
cations of therapy frequently result in 
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severe morbidity or death. Hence, 
many workers have sought new or 
modified treatment regimens. The 
diseovery of autoantibodies has pro- 
vided a rationale for the use of immu- 
nosuppressive therapy." ? Alternate- 
day steroid? and gold therapy'* have 
also been recently evaluated. At this 
time of reassessment of current treat- 
ment regimens, it was thought to be 
useful to review our experience with 
corticosteroid therapy, both to provide 
emphasis of its consequences and limi- 
tations and to add to the pool of 
information with which new ap- 
proaches will be compared. 

In 1955, 28 cases of pemphigus 
treated at Presbyterian Hospital were 
reviewed." These were included in a 
report of 50 cases reviewed in 1960." 
The present report includes follow-up 
of these patients and extends the 
series to include 57 additional patients 
seen between 1960 and 1970, bringing 
the total in this study to 107. 


METHOD 


One hundred seven consecutive cases of 
pemphigus were reviewed. Al! varieties of 
pemphigus were considered: pemphigus 
vulgaris, pemphigus vegetans, pemphigus 
foliaceus, and pemphigus erythematosus. 
All cases fulfilled stringent clinical and 


histopathologic criteria of pemphigus. 


These included the identification of acan- 
tholytie cells in every ease, and in recent 
years, the demonstration of intercellular 
immunofluorescent findings. 

All patients but one were hospitalized at 
some time during the course of their 
disease. The very early years represented a 
period of trial and error, during which 
management regimens were developed. 
During this period, hospitalization did not 
necessarily reflect severe disease. After 
these earliest cases, hospitalization gener- 
ally represented severe exacerbation of 
known cases of controlled pemphigus or 
serious complications of treatment. 

Evaluation of all patients included a 
complete history and physical examination. 
The following laboratory data were rou- 


tinely obtained: white blood cell and differ- :* 


ential eounts; erythrocyte sedimentation 
rate; hemoglobin. level; platelet count; 
levels of serum calcium, phosphorous, bili- 
rubin, alkaline phosphatase, cholesterol, 
total protein, and albumin; serum protein 
electrophoresis; fasting blood glucose level; 
serum electrolyte level; and uric acid level. 
A cutaneous biopsy specimen, electrocar- 
diogram, and x-ray films of the chest and 
spine were obtained. Urinalysis was done 
and stool guaiac level was determined. 
Levels of lactie acid dehydrogenase, serum 
glutamie oxaloacetic acid, antinuclear anti- 
body, serum complement, and eryoglobu- 
lins were frequently obtained. A lupus 
erythematosus (LE) preparation was per- 
formed. Upper-gastrointestinal tract x-ray 
series and barium enemas were performed 
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..  . when indicated. Indirect and occasionally 
^ direct immunofluorescence studies for au- 


toantibodies have been performed on all 
patients since these tests became available 
to us in 1968, 


CLINICAL FEATURES 
Patient Classification 


The patients in this series were 
classifled as follows: pemphigus vul- 
garis, 85; pemphigus vegetans, five; 
pemphigus erythematosus, 11; pem- 
phigus foliaceus, six (Table 1) The 
number of male and female patients 


< Was approximately equal (male, 54; 
‘female, 53). One hundred two patients 
we ere white, four were black, and one 


ras Oriental. Sixty-seven of 90 pa- 
(74%) with either pemphigus 
‘ulgaris or pemphigus vegetans were 
ewish, as opposed to four of 13 with 


| "pemphigus erythematosus and pem- 
phigus foliaceus. 


Ages of onset ranged from 14 to 88 


years. In 81 patients (76%), onset was 
between the ages of 41 and 70. Only 
three patients were below the age of 
31 at the time of onset. The sites of 
onset and sites of involvement are 
shown in Table 2. The oral cavity was 
by far the most common site of onset 
(67 patients [68%]). These included six 
patients with initial involvement of 
the tongue and four of the larynx. In 
four cases, oral'lesions were associated 
with involvement of the conjunctivae 
or nasal mucosa as well. As seen in 
Table 2, 83 of 90 patients with 
pemphigus vulgaris or pemphigus 
vegetans eventually developed oral 
lesions vs one of 17 with pemphigus 
foliaceus and pemphigus erythemato- 
sus. 

Almost any location proved to be a 
potential site of onset, including, 
rarely, the penis and perianal region. 
In only two instances did patients 
relate a history of generalized “explo- 


Table 1.—Mortality in Pemphigus 


No. of 
Patients 


Pemphigus vulgaris 
Pemphigus vegetans 
Pemphigus foliaceus 
Pemphigus erythematosus 
Total 





Dead 
(Disease- Dead 
or Drug- (Unrelated 
Alive related)* Cause) 
48 . 28 
3 2 


* Disease- and drug-related mortality: pemphigus vulgaris and pemphigus vegetans, 30 
of 90 patients; pemphigus foliaceus and pemphigus erythematosus, four of 17 patients. 



















sive" onset, involving many different 
areas of the body from the onset. The 
lesions usually remained localized. to 
one or two sites for periods ranging 
from days to years, but in every case 
the disease progressed to. involv 7 
areas beyond the sites of onset. In one 
patient, lesions remained localized to 
the oral cavity for 13 years befor 
fulminant disease developed. 

Table 2 emphasizes that pemphigus 
may involve every area of the ski 
including the vulva, anus, and palm 







eae An pie tsa 
firmed esophageal involvement. i 
case. Esophageal lesions have been 
reported previously.” Involvement of 
the trachea,” cervix,’ and Tatal 
mucosa"? was not seen in this survey. 


Table 3.—Follow-Up Dat ain 107 = 
Cases of Pemphigus 


Noo ^. 
Deaths Dur- 
ing This 
. Period 


No. of 
Patients 


Table 2.—Sites of Involvement: 107 Cases of Pemphigus 


| Pemphigus 
.. .. Site of Vulgaris 
;. Involvement (85 patients) 








Pemphigus Pemphigus 
Vegetans Erythematosus 
(5 patients) (11 patients) 








Pemphigus l 
Foliaceus Site of Onset fp: 
(6 patients) (107 ee Bes 





























Trunk 3 6 21 
ace’ 3 A a 
Scal 3 9 6 3. 
Legs 48 2 5 (6 1 
Arms | 47 3 5 5 0 
Pharynx 47 2 4 0 0 
Intertriginous 36 5 0 4 2 
Larynx 18 0 0 0 0 
Conjunctiva 7 0 0 0 0 
Neck 6 0 0 0 1 
Vulva 3 0 1 0 0 o o 
AE O ee OO 0 0 1 
Palms 2 0 0 0 0 
Penis 1 0 0 0 1 
ol 1 0 0 0 Q 
1 0 0 0 
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m z Fig 1 E dose vs mortality. Information in all figures pertains to 90 patients with 


pemphigus vulgaris or pemphigus vegetans between 1949 and 1970. 


Associated Hliness 


Pemphigus was associated with 33 
illnesses in 64 patients prior to corti- 
costeroid therapy. Unusual associa- 
tions included myasthenia gravis in 
one patient, thyroid disease in four 
(Hashimoto thyroiditis, adenoma, 
acute hemorrhagie cyst, and hyper- 
thyroidism), and  hyperlipoprotein- 
emia in two others (type IV, type V). 
The following disorders were also 
present: psychiatrie disorder, eight 
= patients; arterioselerotie heart dis- 
. ease, eight; adenocarcinoma, four (co- 
lon, two; pancreas, breast, one each); 
diabetes mellitus, three; hypertension, 
three; tuberculosis, two; cholelithiasis, 
iwo; congestive heart failure, two; 
uterine fibroid, two; and psoriasis, two 
patients. Each of the following 
. illnesses was seen in one patient: 
- systemic lupus erythematosus, Par- 
=: kinson disease, cerebral palsy, ulcera- 
. tive colitis, renal calculi, ovarian cyst, 
cataract, widespread Trichophyton 
rubrum. infection, and thrombocyto- 
penia of undetermined cause. 

The coexistence of myasthenia 
gravis with pemphigus vulgaris" and 
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pemphigus erythematosus**’® has 
been previously noted. Whether the 
association of pemphigus with possi- 
ble autoimmune disease (myasthenia 
gravis, Hashimoto thyroiditis, lupus 
erythematosus) points to some com- 
mon underlying mechanism remains 
to be proved. 

Pemphigus was associated with 
malignant disease in four of 107 
patients. The possibility that pemphi- 
gus may represent a skin marker of 
malignant neoplasm has been sug- 
gested.***' It has been estimated by 
the American Cancer Society that one 
in four persons will one day have a 
malignant neoplasm. The incidence of 
malignant neoplasm in this series 
does not seem remarkable. 


TREATMENT 

All patients were evaluated as previously 
described. Corticotropin, cortisone and its 
derivatives, triamcinolone, dexametha- 
sone, methylprednisolone, and prednisone 
were used in various patients at different 
times. Prednisone appeared to produce a 
lower incidence of weakness and muscle 
wasting and for at least the last ten years 
has been used routinely. Dosages are 
described in terms of prednisone equiv- 





alents. When these compensa were given 
in equivalent amounts, there was no objec- 
tive difference in clinical effectiveness. 

Although starting doses ranged from 60 
to 180 mg of prednisone equivalents, most 
patients initially received 120 mg or more 
of prednisone daily. If after approximately 
four to seven days there was no response, 
as measured by the absence of new lesions 
and the healing of old ones, the dosage of 
corticosteroid was then raised substantial- 
ly, often doubled. Mapping of lesions on a 
body chart initially proved helpful in deci- 
phering new lesions when they arose. Once 
all old lesions were healing and new ones 
were absent for five to seven days, the 
disease was considered under control. The 
daily dose was then tapered rapidly during 
one to four weeks to 40 mg of prednisone 
equivalents.: From this point, further 
reduction was very gradual. Usually, many 
months were required before attaining a 
maintenance dose of 15 to 20 mg of predni- 
sone. Continued attempts to further reduce 
the maintenance dose were then made. In a 
few instances, an alternate-day regimen 
was used at this time. 

If an exacerbation occurred during the 
tapering process, the daily corticosteroid 
dose was usually doubled. Adequate sup- 
pression was measured by the absence of 
all new cutaneous lesions. Oral lesions, 
however, proved to be a poor indication of 
the degree of control. Months after all 
cutaneous lesions had healed, oral erosions 
often persisted. Hence, the presence of oral 
lesions did not deter steroid reduction. 
Only when oral erosions were the sole 
lesions present. was an attempt made to use 
their response as indication of therapeutic 
effectiveness. All patients were managed 
individually. The severity of disease and 
associated medical problems and complica- 
tions of steroid therapy all influenced the 
choice of initial dosage and the rate of 
tapering. 

In an attempt to reduce the steroid 
maintenance dose, three patients with 
pemphigus vulgaris and two patients with 
pemphigus foliaceus were treated with 
immunosuppressive agents—50 mg of in- 
tramuscularly administered methotrexate 
weekly or 2.5 mg/kg of body weight of 
orally administered azathioprine. When, in 
the case of methotrexate, severe nausea or 
anorexia occurred, the dosage was lowered 
to 25 mg weekly. 


RESULTS OF TREATMENT 


The number of years of follow-up is 
presented in Table 3. Forty patients 
were followed up more than five 
years. Of 107 patients with all types of 
pemphigus, 34 died (82%) as a result of 
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- .. their disease or its treatment (Table 
- J). An additional nine patients died of 
unrelated causes. The disease-related 
mortality in 90 patients with pemphi- 
7 gus vulgaris or pemphigus vegetans 
t . was 33%. Of 17 patients with pemphi- 
-. gus foliaceus and pemphigus erythe- 
. matosus, four (24%) suffered disease- 
or treatment-related deaths. 

The mortalities between the first 
and second decades of our experience 
with corticosteroids were compared. 
Between 1949 and 1959, 18 of 39 
patients (46%) with pemphigus vul- 
. .garis or pemphigus vegetans died of 
v . their disease or its treatment. Be- 
—: ». tween 1960 and 1970, there were 12 

ars 5 such deaths i in 51 patients (24%). 













E | RELATION OF MORTALITY 
"TO OTHER FACTORS 


E The relationship of mortality to age 

of onset, duration of disease, and 
maximum steroid dosage was re- 
viewed. 





Mortality vs Age of Onset 


Vc Of 20 patients in whom onset of 
disease occurred before age 40, four 
(20%) died of pemphigus or its treat- 
ment. Thirty (84%) of 87 patients in 
whom onset of disease occurred after 
age 40 suffered disease- or treatment- 
related deaths. Hence, relative youth 
(below age 40) may be a positive, 
although inconsistent, factor toward a 
favorable prognosis. 


Mortality vs Duration of Disease 


Over one half (56%) of deaths oc- 
x curred within the first 12 months of 
* ease (Table 3). Thirty-three of 34 
Se- or treatment-related deaths 
ccurred within three years of onset. 
-" There were no deaths after five years. 
"This study confirmed an earlier 
impression that the prognosis for 
survival improves with inereased du- 
ration of disease, especially after 
three years. Disease- or treatment- 
related deaths in patients more than 
five years into their disease have been 
reported.*'-* 









Mortality vs Maximum 
Daily Steroid Dose 
... Data from 90 patients with pemphi- 
. gus vulgaris or pemphigus vegetans 
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Table 4.—Steroid Complications 






incidence 






Cushingoid symptoms 
Infection (No. of patients) 
infections 
Moniliasis 



















Positive stool guaiac | mu a 
Gastrointestinal tract ulcer or perforation (32 
Perforation of small bowel (1) pu 

Duodenal ulcer (3) 

Upper-gastrointestinal tract bleeding — (4) 

Perforation of cecum (2) 

Rectal wall ulcer (1) | udi 
Diabetes (glycosuria) 04 — 

Required treatment — (10) 

Ketoacidosis (2) 


Peripheral edema 
Psychological PECES. 
Osteoporosis oo er 
Uncomplicated (8) uo i 
Vertebral fractures (21) 
Aseptic necrosis of hip — (2) HX ees iue 
Congestive heart failure | 1 380.77 em 
Thromboembolic phenomena o f 
Thrombophlebitis with pulmonary emboli 
Thrombophlebitis without pulmonary emboli 
iliofemoral thrombosis with pulmonary emboli 
iliofemoral thrombosis without pulmonary emboli 








Cerebral vascular accident 
Mesenteric artery thrombosis 





Electrolyte disturbance 
Cataract 

Hypertension 

Dendritic corneal ulcer 
Acneiform eruption 
Purpura 

Hemorrhagic cystitis 





[nim olo aj el olo 


* Numbers in parentheses are not comprehensive. 


showed a relationship between mor- 
tality and the daily steroid dose used 
to control the disease (Fig 1). It is 
clear that the higher the maximum 
daily dose required for control, the 
higher the mortality. This may simply 
indicate that the severest cases, and, 
henee, those with the worst prognosis, 
are precisely the ones requiring the 
highest doses for control A sizeable 
group existed that required no more 
than 100 mg of prednisone equivalents 
per day. Twenty-four of 90 patients 
were controlled with this dosage. An 
additional 25 patients required no 
more than 120 mg of prednisone 
equivalents daily. Thus, 49 of 90 
patients (54%) were controlled with 
120 mg of prednisone equivalents or 
less. Even at this dosage level, six 
patients (12%) died of steroid compli- 
eations. Since most of the remaining 
patients in this series were immedi- 


ately treated with more than 120 mg 

of prednisone equivalents, the number ` 
of patients that might have been. 
controlled with 120 mg of prednisone _ 
is not known. Twelve patients re-  _ 
quired up to 180 mg of prednisone . 
equivalents per day. There were three — 
deaths (25%) in this group. At the  . 
same time, 29 patients (82%) formed a = 
group requiring 200 mg of prednisone 
equivalents daily. The mortality in 
this group was 72%. All nine patients ` 
treated with more than 300 mg of | 
prednisone equivalents died. 


COURSE OF DISEASE 


Data from 51 cases of pemphigus — . 
vulgaris seen between 1960 and 1970 . 
showed that despite the use of high- 
dosage steroid during initial hospitali- 
zation, seven of 50 patients died. (On 
patient was never hospitalized.) Of 
the 43 survivors of initial hospiti 
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. . tion, 20 required at least one addi- 


‘tional hospitalization. Six of these 
died. Thus, even after surviving a 
-severe exacerbation requiring hospi- 
- talization, patients in this series had 
: almost one chance in two of requiring 
.another hospitalization sometime in 
-the future. | jS 
— . Of 50 initial hospitalizations (sever 
exacerbations) 54% occurred within 
one year and 76% occurred within 
three years of onset. However, five 
patients were more than five years 
into their disease before developing a 
severe exacerbation requiring hospi- 


~~ talization. These patients are of inter- 


est. One patient with disease confined 
. to the oral cavity (buccal mucosa, 
tongue, and epiglottis) was followed 
up for 18 years with a diagnosis of 


. . aphthous stomatitis before developing 
vv a generalized flare that was controlled 
< with 60 mg of prednisone daily. Two 
Other patients had disease confined to 
— the oral cavity for five and nine years 
^5. prior to the serious exacerbation of 

' their disease. Another patient was 


. controlled as an outpatient with pred- 
nisone, 45 mg daily, for five years 
before a severe flare that required 240 
mg of prednisone daily and was 
complicated by steroid psychosis. The 
fifth patient in this group was hospi- 


L5 .. talized while under complete control 


- geven years into her disease for treat- 
. ment of steroid complications. 
In summary, of a total of 79 initial 
and subsequent hospitalizations, 12 


c pum (1596) occurred after five years. As 
/.^.. noted previously, there were no deaths 
- im this group. 


The relationship between the course 
of pemphigus vulgaris and pemphigus 
. vegetans and maximum steroid dose 
was reviewed. There were 13 disease- 
or treatment-related deaths between 
1960 and 1970. Six of these occurred 
during a second or later hospitaliza- 
tion. All of these patients had been 
treated with 120 mg of prednisone 
equivalents or more daily during 
previous hospitalizations. Hence, sur- 
vival of an initial exacerbation and 
hospitalization, even when treated 
with high-dosage steroid, did not 
necessarily protect against subse- 
quent exacerbation and death. 

The dosage required to control an 
initial flare was not necessarily a 
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reliable guide to the dosage necessary 
to control subsequent flares, since 
many reexacerbations required higher 
dosages than those used to obtain 
initial control. When the dosage 
necessary to treat a reexacerbation 
was higher than that used to control 
the initial flare, a poor prognosis was 
indicated. A majority of such patients 
died. 


COMPLICATIONS OF STEROID 
THERAPY 

Of the presumed causes of disease- 
or treatment-related deaths of 34 
patients with pemphigus, infection 
was the largest single cause of death, 
occurring in 12 patients. Only seven 
deaths were the result of uncontrolled 
pemphigus. One patient died as a 
result of cardiac arrhythmia. Two 
others died of myocardial infarction. 
Thromboembolic phenomena  ac- 
counted for eight deaths. Three 
patients died following perforation of 
the gastrointestinal tract. Excluding 
myocardial infarction and cardiac ar- 
rhythmia, of 31 deaths in which the 
eause was established, 24 (77%) were 
possibly related to corticosteroid ther- 
apy. Hence, in the corticosteroid era, 
more pemphigus patients died of the 
complications of therapy than of the 
disease. A summary of the causes of 
death is as follows: 


Sepsis, 12 
Uncontrolled pemphigus, 1 
. Pulmonary embolus, 3 
Myocardial infarction, 2 
Congestive heart failure, 2 


Perforation of the cecum, per- 
foration of the stomach, perforation 
of the small bowel, mesenteric 
artery thrombosis, femoral artery 
thrombosis, amebic colitis, arrhyth- 
mia, unknown, one each. 


The incidence of the complications 
of steroid therapy are shown in Table 
4. The mortality and morbidity asso- 
ciated with some of them warrants 
discussion. 


Infection 


Forty-seven of 107 patients had a 


.total of 69 different infections (ex- 


cluding cutaneous and oral monilia- 
sis). Many patients had more than one 
infection during the course of treat- 
ment, and in several instances, two 





infections were present simultaneous- 
ly. Of the 56 episodes of septicemia 
and pulmonary, renal, and urinary 
tract infection, 20 were caused by 
Gram-positive bacteria, 27 by Gram- 
negative bacteria, and seven by fungi. 
Pulmonary Nocardia asteroides oc- 
curred once. Organisms associated 
with septicemia and pulmonary, renal, 
and urinary tract infections included 
Staphylococcus aureus (15 infections), 
Proteus vulgaris (nine), Pseudomonas 
aeroginosa (nine), B-hemolytie Strep- 
tococeus (five), Escherichia coli (five), 
Klebsiella pneumoniae (three), Asper- 
gillus fumigatus (two), Mucor (one), 
and Aerobacter fecalis (one). One case 
of pneumonia was not classified. In 
addition, there were ten cases of pyo- 
derma. Amebic colitis, dental abscess, 
and herpetic ulcer each occurred 
once. 

Even in the absence of therapy, 
infection is a known complication of 
pemphigus. Hence, it has always been 
difficult to establish whether the inci- 
dence and severity of infection was 
consistent with the course of the 
underlying disease or its treatment. 
Extensive studies in laboratory ani- 
mals have established that glucocorti- 
eoid hormones enhance susceptibility 
to a wide variety of bacterial, fungal, 
viral, and parasitic infections.” In this 
series, the incidence and severity of 
infection clearly increased at higher 
steroid dosages. In addition to the 
kaleidoscope of infectious agents not- 
ed previously, a wide variety of infec- 
tions have been associated with 
steroid therapy.** Hence, both com- 
mon and uncommon infections must 
be suspeeted and sought out vigor- 
ously by all available means. 


Thromboembolic Phenomena 


Serious vaseular thrombosis or 
thromboembolism occurred in 13 pa- 
tients and was the direct cause of 
death in five (Table 4), Three patients 
died following pulmonary emboli sec- 
ondary to thrombophlebitis of the 
legs. A fourth patient died when 
thrombosis of both iliofemoral veins 
extended to the inferior vena cava and 
the renal veins, resulting in acute 
renal failure. Mesenteric artery 
thrombosis occurred in one patient 
and resulted in death. 
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Gastrointestinal 






X Serious gastrointestinal complica- 
^ tions occurred in 12 patients (11%) and 
. led to death in three (Table 4). 
-Perforation of the intestinal tract 
. ..€Caused the death of three patients. 
>. One died of peritonitis following 
. perforation of the cecum. Hence, in 
. addition to gastrie and duodenal ulcer, 
-. perforated viscus must be considered 
| in the assessment of gastrointestinal 
complaints and abdominal pain in 
pemphigus patients. Occult blood in 
the stool appeared sometime during 
the course of approximately 40% of 
patients in this survey. 
















pu Osteoporosis 
- Osteoporosis (Table 4) occurred in 
patients (29%). Compression frac- 
— tures usually involved the lumbar and 
EE thoracic vertebrae and were frequent- 
ly multiple. Two patients developed 
aseptic necrosis of the hips which, in 
one ease, was bilateral. The use of a 
high-protein diet, anabolic agents, 
- high calcium intake, sodium fluoride, 
* or synthetic human caleitonin have 
been proposed to prevent develop- 
. ment of osteoporosis." 





Psychological Disorders 

Thirty-five patients (88%) devel- 
oped psychologieal complications of 
steroid therapy. The clinical impres- 
sions of psychiatric consultants indi- 
cated that 22 patients developed overt 
signs of psychosis. Other reactions 
ranged from euphoria to depression. 


Diabetes 


| „Forty-four patients (41%) developed 
teroid-induced glycosuria. Hypergly- 
quired treatment with insulin 
hyperglycemic agents in ten pa- 
= tients. Two patients developed diabet- 
^. ie ketoacidosis. No deaths were attrib- 
utable to diabetie complications. 










Cardiovascular Disorders 

Eighteen patients developed con- 
gestive heart failure that required 
treatment while taking high-dosage 
steroids. All but three of these 
patients were treated during the 
1950s. This predominance may be 
attributed to the greater sodium- 
: etaining. properties of hydrocortisone 

* prednisone. Electrolyte distur- 
een i in nine patients between 
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1949 and 1959 were not seen after 
. 1960. Peripheral edema occurred in 21 
/—. patients, but was generally not severe. 
Only two patients received therapy 
for this complication. Clinically signif- 
icant hypertension developed in four 
patients. 


Other Disorders 
Myopathy in the form of proximal 


. musele weakness and atrophy oc- 


curred in five patients. Four patients 
developed posterior subcapsular cata- 
racts associated with steroid therapy. 

Figures 2 to 7 show the relationship 
between some of the more serious 
steroid complications and the maxi- 
mum dosage used to achieve control. 
. The data indicate that the incidence of 


-~ |. infection, thromboembolic phenom- 
^... ema, and psychosis increases dramati- 


cally at daily doses greater than 100 
mg of prednisone equivalents. The 
mortality of patients treated with 


[od greater than 120 mg of prednisone 


equivalents daily was five times high- 
er than that of those treated with 120 
mg or less of prednisone. Patients 
treated with greater than 120 mg 
daily had a considerably higher inci- 
dence of severe complications: almost 
seven times the incidence of throm- 
boembolie phenomena, almost five 
times the number of patients with 
infeetion, more than four times the 
 jneidence of infection, and almost 
_ three times the incidence of gastroin- 
testinal ulcer and perforation. 


STEROID MAINTENANCE 


When last seen, 18 of 59 survivors of 
pemphigus vulgaris and pemphigus 
vegetans had discontinued steroid 
therapy. Of 54 survivors of pemphigus 
vulgaris and pemphigus vegetans for 
whom adequate follow-up information 
could be obtained, only six (12%) 
required more than 15 mg of predni- 
sone when last seen. More than half of 
these 54 survivors were more than five 
years into their disease. It appears 
that the overwhelming majority of 
surviving patients ultimately do not 
require a maintenance dosage greater 
than 15 mg of prednisone daily. This 
fact may be useful in assessing the 
effect of immunosuppressive agents 
when used to lower steroid mainte- 
nance requirements. 
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immunosuppressive Agents 


Immunosuppressive agents were 
used to attempt to reduce the steroid 
maintenance dosage in five patients. 
In one patient with pemphigus vul- 
garis, methotrexate appeared useful 
in lowering the steroid dosage from 


17.5 mg of prednisone daily to zero. 


The dosage of prednisone was lowered 
from 30 mg to 12.5 mg daily with the 
addition of methotrexate in another 
pemphigus vulgaris patient. However, 
at the lower dosage, the disease imme- 
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diately flared and 60 mg of prednisone 
daily was required to regain control. 
Methotrexate, 50 mg intramuscularly 
weekly for four months, had no effect 
on persistent oral lesions in a third 
patient with pemphigus vulgaris. Aza- 
thioprine was helpful in controlling an 
exacerbation in one patient with 
pemphigus foliaceus in whom prior 
methotrexate had been ineffective. 
Methotrexate was chosen as initial 
therapy in one patient with pemphi- 
gus foliaceus but produced no effect 
after four months. 
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The overall mortality for d ypes c 
pemphigus was 32%. The mortal 
pemphigus vulgaris and- pe phig 
vegetans was 34%, improving from 
46% between 1949 and 1959 to 
between 1960 and 1970. Complications 
of steroid therapy accounted fo: 
overwhelming | majority. of. de: 
Among these, infection, gas 
tinal bleeding and. perforation 
thromboembolic phenomena : rod 
the most fatalities. Future imp: 
ment in the mortality and. morbidity — 
of pemphigus will depend on the 
extent that the incidence and. severity as 
of complications of therapy can. bec D 
diminished. Despite recent use of — 
immunosuppressive agents, dt is gen- -— 
erally agreed that systemie eortieoste-  . 
roid therapy remains the treatment of 
choice for severe pemphigus." um 

The mortality increased dramat 
cally when dosages greater than. 180. 
mg of prednisone equivalents daily 
were required for control. The high. 
mortality in this group may reflect 
the fact that almost all of these  . 
patients had failed to respond tolower 
dosages that subsequently | were 
raised. These data may be interpreted . 
to support the view that very high . 
initial dosages for long periods repre- . 
sent the best method for treating 
pemphigus. In a report by Lever? 
concerning the combined use of ^. 
methotrexate and prednisone that... 
recommended 180 to 300 mg of predni- 
sone daily for six to eight weeks for _ 
severe pemphigus vulgaris, a low rate 
of steroid complications and mortality = 
(8%) was obtained. On the other hand, => 
the poor prognosis in this survey of . 
the group requiring a daily dose ^. 
greater than 180 mg of prednisone © 
may simply indicate that these pa- —. 
tients represent a more severe variety = 
of pemphigus that does poorly, re- ` 
gardless of the initial treatment. pO 

While serious and fatal complica- =- 
tions of corticosteroid therapy may ~~ 
oceur at any dosage, a marked in- => 
crease in mortality and morbidity was |... 
noted with dosages greater than 120 . 
mg of prednisone daily. It is. impor- 
tant to stress that 54% of. patients 
with pemphigus vulgaris and pem 
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han 120 mg of prednisone daily for 
ontrol. Since most of the remaining 
atients were initially treated during 
ospitalization with higher doses, the 
actual number of patients that might 
respond to moderate dosages is not 
“known. These patients may represent 
‘a less severe variety of pemphigus. 
Conceivably, the mortality for pem- 
-phigus might be improved if these less 
severe cases could be selected out, 
-reserving extremely high dosages of 
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5 gus.  vegetàns. never required: more | 


quiring them. Unfortunately, we 
found few clinical criteria to offer as 
the basis for such a selection and were 
unable to prediet at the onset the 
eventual dosage required for control 
in any given patient. Retrospective 
analysis was not helpful either. 
Despite the growing catalog of 


 Statisties, pemphigus remains a dis- 
ease that will not yield to a "cook- 
book" approach. It is a fact that some — 
others 


cases are easy to control, 
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: Topical Use of Tetracycline 
in the Treatment of Acne 


_ A Double-Blind Study Comparing Topical and 


NUT Tetracycline Therapy and Placebo 


Donald J. Blaney, MD, PhD, Cyril H. Cook, MS 


* A group of 75 subjects with moderate 

| Or severe acne was divided by random 
a. . Selection into three treatment groups. 
" One group was treated with a topically 
applied placebo liquid and with 500 mg of 

| administered tetracycline hydro- 
ide daily; one group received orally 
istered lactose capsules and topi- 
ally applied placebo liquid each day; and 
: one group was treated with orally admin- 
< istered lactose capsules and with a 
"topical preparation containing tetracy- 
cline hydrochloride and n-decylmethyl 

sulfoxide, an agent intended to enhance 













xs Goa antibiotic therapy of acne 
l is widely accepted as a highly 
effeetive method of treatment. With 
tetracycline, for example, the condi- 
tions of many patients improve 
impressively, only to relapse when 
medication is discontinued. Many cli- 
nicians, however, are hesitant to 
administer antibioties continuously in 
small doses throughout the acne-prone 
years, because they are concerned 
about current or delayed side effects 
and about the appearance of resistant 
bacterial strains.’ The use of topically 
applied antibioties in the treatment of 
acne has been the subject of several 
int publications,’ but topical ap- 
plication has not been widely em- 
ployed, in spite of the cutaneous loca- 
tion of the disease. Light and fluores- 
cence microscopy, as well as autora- 
diographie studies, thus far have 
suggested that tetracycline fails to 
penetrate into the pilosebaceous appa- 
ratus, either via the pilar canal or 
transepidermally (further data are 
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antibiotic penetration. At the conclusion 
of the 13-week study and at several points 
during the study, the conditions of the 
subjects receiving topically or orally 
administered tetracycline hydrochloride 
were significantly (P — .05) more im- 
proved than the conditions of the subjects 
receiving lactose capsules and the topi- 
cally applied placebo liquid. However, 
there was no significant difference be- 
tween the effects of topically and orally 
administered tetracycline hydrochloride. 
(Arch Dermatol 112:971-973, 1976) 


available from one of the authors 
[C.H.C.. 

To overcome these problems, a 
mixture was developed that incorpo- 
rated n-decylmethyl sulfoxide, an 
agent known to enhance the percuta- 
neous penetration of certain water 
soluble chemicals.” The mixture also 
contained sucrose monooleate, which 
has been shown to inhibit pancreatic 
lipases (further data are available 
from one of the authors [C.H.C.]); its 
addition to the anti-aene preparation 
was intended to minimize the hydrol- 
ysis of sebum triglycerides into free 
fatty acids. The latter were shown by 
Kligman and Strauss? to cause acne- 
like lesions when injected subcuta- 
neously. Kellum? and others have 
shown pure sebaceous lipids to be 
essentially free of the hydrolyzed 
components. 

We will report the results of a 
double-blind evaluation of this mix- 
ture, as studied in 75 cases. Its effec- 
tiveness was compared to a placebo 
control and to orally administered 
tetracycline hydrochloride. 


SUBJECTS AND METHODS 
Anti-acne Mixture 


1. Tetracycline was present in the final 
product as an equilibrium mixture of tetra- 


















eycline hydrochloride and its epi mer 4-epi- 
tetracycline hydrochloride, in a. combined. 
concentration of 0.5%. The epimer fune- 
tions as a stabilizer, assuring a relatively. 
constant level of tetracycline. hydrochlorid 
for the expected usage life of the sample 

2. The sucrose monooleate used in thi 
study was a mixture of sucrose ester 
about 75% being the monooleate and th 
remainder being mono- and diesters o 
stearic and palmitic acids. It was present i 
a concentration of 0.125% in eae 
preparation. | 

3. The n-decylmethyl sulfoxide was in i 
concentration of 0.125% D 

4. The solvent was a 40:60. éthano 
water solution; sodium bisulfite (0.1%) 
added as an antioxidant. The final pre 
was dispensed to the subjects in: 100- 
amber-colored bottles, each witha special 
designed applicator top. ; < 

Each unit of active preparation ` owas 
supplied in a liquid phase, containing thi ss 
ethanol-water solution, the n-decylmethy! —. 
sulfoxide, and the sucrose esters, and ina 
solid phase, containing the tetracycline. TEM 
hydrochloride and its epimer and the 
sodium bisulfite. The two components were | 
admixed at the time of dispensing, ^ 
assuring each subject a fresh sample. | 





Placebo Liquid | | 
This was a 40:60 ethanol-water solution, o 
tinted with 8 to 10 ppm of tartrazine. - 
(FD&C yellow No. 5). The resultant faint 
color was similar to that of the active” 
preparation. 


Tetracycline 
Hydrochloride Capsules 


subjects were given enough 250-mg 
tetracycline hydrochloride capsules to last « 
until the next visit. Two capsules were ^ 
taken daily, in a divided dose before. - 
eating. 


Placebo Capsules 


The placebo capsules contained lactose . 
and were identical in appearance to the ~~ 
tetracycline hydrochloride capsules; they 
were also tinted with tartrazine. 


Protocol 


The study was designed to include 75 
male and female subjects between the ages 
of 11 and 25. By computer-programmed 
random selection, each subject was as- 
signed to one of the following treatment 
groups: (1) topically applied active mixture — .— 
and orally administered lactose capsules; |. 
(2) topically applied placebo liquid and . . 
orally administered lactose capsules; or (3) . 
topically applied placebo liquid and orally 
administered tetracycline hydrochlori 
capsules. : Xm 
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Table 1.—Pretreatment Characteristics 


Placebo Topical Tetra- Oral Tetra- 
| | Group cycline Group — cycline Group 
Number of patients 25 25 25 
.| Number of female patients _ 5 1 6 
| Mean age 16.7 16.3 16.0 
. Standard error of the mean for age 0.53 — 0.42 0.39 
Mean severity grade 4.80 4.92 5.24 


Standard error of the mean for severity 
grade 





Table 3.—Mean Reduction of Acne Severity Grade 


Mean Reduction of Acne Severity Grade = SEM 




































The subjects had acne of grade 2 or more 


|. in severity, as determined on a scale 
— ranging from 0 (clear) to 8 (severe). The 


grades for acne severity were assigned 
according to the following criteria: 

(0— The skin need not have been perfect; 
perhaps three small comedones and/or 
small papules may have been present. 

2-Very few pustules or perhaps three 
dozen papules or comedones. No large 
prominent lesions. Lesions were hardly 
visible from a distance of 2.5 meters. 

4— There were red lesions and inflamma- 


: tion to a considerable degree. 


. 6—Either the skin was covered with 


~~ eomedones without inflammation or there 


- were inflammatory lesions and numerous 
pustules. The patient's condition was easily 
recognized at a distance of 2.5 meters. 
There may have been some pustules as 
large as 0.5 cm in diameter. 

8—Either acne conglobata, with cystic 
lesions or sinuses, or a highly inflamma- 


tory aene covering most of the face. 


Pustules extended to the neck and under 
the chin. | 
With the aid of a set of standard photo- 


.' . graphs representing grades 0, 2, 4, 6, and 8 


for visual reference, each subject was 
assigned a grade for the overall severity of 
his condition each time he was seen. All 
grading was performed by the same person 
(D.J.B.) under the same conditions. Table 1 
illustrates that the pretreatment charac- 
teristics were comparable for the subjects 
in the three treatment groups, even though 


the groups were assembled by computer- 


programmed random selection. Each sub- 
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Placebo Topical Oral 
Week of Group Tetracycline Group Tetracycline Group 

Treatment (N = 21) (N = 23) (N = 22) 
2 0.24 + 0.18 0.35 + 0.18 0.50 + 0.17 
4 0.29 + 0.22 0.87 + 0.23 0.73 + 0.16 

0.43 + 0.20 1.04 + 0.17" 1.14 + 0.22* 

0.57 +0,23 1.04 + 0.24 1.36 + 0.22* 
1.13 + 0.27 1.59 + 0.23 

0.62 + 0.24 1.43 + 0.28° 1.91 + 0.24" — 











i. —*Statistically significant (P < .05, t test) when compared to placebo treatment group value. 


ject was observed during a 13-week period. 
The entire study took place during a ten- 
month period, from February 1978 to 
November 1973. 

In preparing the series of standard 
reference photographs, three sets of five 
photographs were selected from several 
hundred photographs of subjeets with 
acne. Each set was presented to a panel of 
75 persons for evaluation. In each set, the 
least severe and the most severe cases of 
acne were assigned grades of 0 and 8, 
respectively; the panelists were asked to 
assign intermediate grades to the other 
three pictures. The set of pictures finally 
chosen and used as standards in this study 
was the set that elicited the most nearly 
linear response. 

In addition to being graded visually, 
subjeets in this study were also photo- 
graphed each time they were seen; we used 
a special camera and mirror set-up that 
photographed both sides of the face simul- 
taneously on a single 35-mm color slide. 
The slides were maintained as a record of 
condition; by comparing the first and last 
photographs taken, an additional measure 
of response to treatment was made avail- 
able. 

Fresh topical preparations were issued 
monthly. A technician not involved in the 
grading distributed the appropriate sam- 
ples so that at no time during the study 
was the grader aware of the nature of the 
agents used by a given subject. The subject 
was also unaware of his specifie treat- 
ment, 

Tetracyeline hydrochloride or placebo 





Table 2.—Mean Acne Severity Grades 








| Mean Acne Severity Grade 


Topical Oral 

Tetra- Tetra- 

. Placebo cycline  cycline 
Weekof Group Group Group 


Treatment (N= 21) (N= 23) (N= 22) 
Before 4.81 4.87 5.14 





capsules were issued in a sufficient quan- 
tity to last until the next scheduled visit. A 
total of 500 mg of either the drug or the 
placebo was taken daily in divided doses 
before eating. Patients who had had 
regular antibiotic therapy in the preceding 
90 days were excluded from the study. 

The subjects were instrueted to treat 
only the face and forehead, ignoring the 
baek or the chest if it was involved. No 
other form of therapy was used during the 
course of this investigation. Soap and 
shampoo free of antibacterial agents were 
supplied to the subjeets as needed. 

Blood ehemistry studies with the use of 
an automated multiple analysis system and 
hematologie studies were performed at the 
beginning, middle, and end of the investi- 
gation on those subjeets (approximately 
20% of each subgroup) who would permit 
this phase of the study. 

Informed consent for participation was 
obtained from each subjeet and from his 
parents if he was less than 21 years old. 


RESULTS 


Of the 75 subjects who started this 
study, 66 completed the 13-week treat- 
ment period. Attrition was compa- 
rable in each subgroup: four in the 
placebo group, two in the topical tetra- 
cyeline group, and three in the oral 
tetracycline group did not continue in 
the study until completion. 

The data were coded, entered onto 
punch cards, and studied by standard 
analyses of variance and covariance. 
The results presented here are based 
only on the values for those patients 
who completed the entire study. 
Group mean acne severity grades are 
listed in Table 2. 

In Table 3, the mean reduction 
(reflecting improvement) in acne se- 
verity grade is listed, along with the 
standard error of the mean and a 
notation of those values having statis- 
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tical significance. These data are also 
plotted in the Figure. 

It can be seen that there was imme- 
diate and continued response by 
subjects in all groups to their 
respective treatment (except that the 

. response of the placebo group may 
. have been leveling off in later weeks). 
The slopes of the curves for the topical 
and oral tetracycline groups generally 
parallel each other; the conditions of 
subjects in both groups were eontinu- 
ing to improve when treatment was 
discontinued. The improvement in 
. eondition shown by placebo group 
subjects was not unexpected and may 
have resulted from the topical use of 
40% aqueous alcohol, as well as from 
mproved hygiene. We can see no 
cause other than biological variation 
- for the response of the placebo group 
subjects during the tenth week, at 
which time their conditions showed a 
considerable temporary improve- 
ment. 

The data were also examined to 

i determine whether severe or mild 

Ü cases responded better to treatment. 

>o The percentage of improvement 
tended to be similar in both groups. 

The directional differences seen 
between the topical and oral tetraey- 
cline treatments were tested and were 
not found to be statistically signifi- 
cant. 

No abnormal values were disclosed 
in blood chemistry studies and com- 
plete blood cell counts that were 
performed during the course of this 
investigation. 

. Subjects occasionally reported mini- 
mal burning when the anti-acne agent 
S applied, but no evidence of 
allergic sensitization was encoun- 
tered. For some subjects, but not all, 
<o topically applied tetracycline hydro- 
- chloride lightly tinted the skin yellow. 
This effect diminished with continued 
use. The preparation does not cause 
the dryness or exfoliation commonly 
associated with many topical acne 
medications. 

Areas of concern, already under 
investigation, include possible sensiti- 
zation to topically applied tetracycline 
hydrochloride, as well as to other 

¿agents in the preparation; toxicity 
from long-term use; and overgrowth 
resistant organisms. The relative 
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Difference in Severity 
(Initial Value - Test Week Value) 
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effectiveness of the tetracycline hy- 
drochloride epimer, as compared to 
the parent form, has also been exam- 
ined (further data are available from 
one of the authors [C.H.C.]). 


COMMENT 


Systemically administered antibio- 
tics are not a panacea for aene, nor did 
the topical tetracycline hydrochloride 
preparation uniformly improve the 
condition in all cases; but this study, 
and other unpublished studies, indi- 
cate that the approximately 6 mg of 
tetracycline hydrochloride applied 
topically each day in our mixture is 
generally equivalent in effect to 500 
mg of tetracycline given orally, when 
each is used during a period of three 
months. 

The 0-to-8 grading scale used in this 
study is an expanded form of the 0-to- 
4 scale familiar to most dermatol- 
ogists. In 13 weeks, the mean grade of 
the oral tetracycline group decreased 
by approximately 2 units on our scale, 
and that for the topical tetracycline 
group decreased by approximately 1.5 
units. 

For the oral and topical tetracycline 
groups, the slope of the curve defining 
improvement showed no evidence of 
leveling off at the conclusion of the 
study. The final degree of improve- 
ment that could be achieved cannot be 
estimated from our data. 

The improvement represented by a 
l- to 2-unit decrease could be appre- 


6 8 10 13 
Improvement, as measured by reduction in acne severity grade (scale, 0 to 8). 











. Tetracycline Tetracycline 


ciated by most subjects. Generally, . 
however, only those patients who 
demonstrated a decrease in grade of 3... 
units tended to be impressed with 
their results. This group also could be 
considered to demonstrate a clinically p 
important degree of improvement. 
It is possible that variations in the qd 
concentration of the agents or the | 
introduction of different but related . 
chemicals may increase the effective- > 
ness of the anti-acne preparation: 
Thus far, however, it has been found 
that omission of any of the three 
principal agents (tetracycline hy- 
drochloride, sucrose monooleate, and- 
n-decylmethy! sulfoxide) results in a ` 
less effective product (further data — 
are available from one of the authors 


[C.H.C.]). 
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Acne Vulgaris 


" . Double-Blind Trial Comparing Tetracycline and Clindamyein 


.. Eugenia T. Poulos, MD, Francis J. Tedesco, MD 


| SA double-blind prospective study was 
undertaken to compare low-dosage tetra- 
..eycline hydrochloride and clindamycin 


_ hydrate hydrochloride in the treatment of 
patients with pustular acne. Clinical 
_. improvement was noted in 93.7% of those 
^. receiving tetracycline and in 92.8% of 


those receiving clindamycin. Of those 
patients who were receiving clindamycin, 
two patients developed diarrhea and one 
patient developed pseudomembranous 


* ; . colitis. We conclude, therefore, that clin- 
^." damycin should not be used as a primary 


drug in the treatment of acne. 
(Arch Dermatol 112:974-976, 1976) 


- FTAetracyelines have been shown to 
- A be effective in the treatment of 

inflammatory acne'?; however, other 
antibioties are prescribed periodical- 
— ly.** These antibiotics have been used 
. as initial therapy. However, they are 
used more frequently as alternative 





à therapy in patients who show no 


progressive improvement while re- 
ceiving tetracyclines. In view of a 
recent trend to use clindamycin in 
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inflammatory aene, a double-blind 
study was undertaken from June 1974 
to February 1975 to compare tetracy- 
cline hydrochloride and clindamycin 
hydrate hydrochloride. The purposes 
of the study were to compare the 
therapeutic response in patients with 
inflammatory acne to twice daily 
treatments with tetracycline or clin- 
damycin and to determine the inci- 
dence of side effects to either medica- 
tion. 


SUBJECTS AND METHODS 


The subjects included in the study had a 
minimum of ten active papules and 
pustules that measured at least 5 mm, 
located on the nose-cheek areas bilaterally 
and on the forehead. Subjects were elimi- 
nated if they had been exposed to any of 
the following medications in the four 
weeks prior to admission to the study: 


systemic antibiotics, contraceptive pills, - 


estrogens, androgens,  cortieosteriods, 
bromides, and iodides. Patients were inter- 
viewed with special attention given to 


bowel habits. None of the patients in the 


study had a history of irritable bowel, 
colitis, melena or bloody stools, milk intol- 
erance, laxative abuse, or drug or food 
allergies. Laboratory determinations that 
were measured were white blood cell count, 
hemoglobin level, hematocrit reading, se- 
rum glutamie pyruvic transaminase, and 
serum creatinine. 

Subjects were assigned a coded medica- 
tion that was either tetracycline hydrochlo- 
ride, 250 mg, or clindamycin hydrate 


hydrochloride, 150 mg. On each visit, the 
subjects were given a supply that was 
adequate for twice daily dosages until the 
next visit. After the initial interview, 
follow-up was scheduled at 2, 4, 8, and 12 
weeks, Patients were also given a bland, 
nonmedicated, nonantibacterial soap and 
shampoo. Patients were requested to avoid 
any ancillary topical therapy and to avoid 
any dietary changes. 

At the initial visit, papules and pustules 
on the right and left nose-cheek areas and 
forehead were counted. Furthermore, an 
evaluation of the type of acne (pustular, 
cystic, pustular-eystie, or other) and of the 
severity of aene was made by the physi- 
cian. On follow-up visits, the patients were 
examined for the degree of clinical 
improvement in comparison to the previous 
visit (indieated as worse, same, improved, 
or much. improved) The physician also 
categorized the aene as mild, moderate, or 
severe, and counted the papular and 
pustular lesions present in the previously 
deseribed sites. Those patients who com- 
pleted 8 and 12 weeks of the study were 
graded as to overall response. On each visit, 
the patients were questioned directly 


about side effeets, and blood for the 


selected laboratory studies was obtained. 
RESULTS 


Forty-seven patients (28 males and 
19 females) ranging from 13 to 34 
years of age qualified for the study. 
Forty-four of the patients had moder- 
ately severe acne, and the remaining 
three had severe acne. Thirty-six 
patients were classified as having 
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pustular acne, four patients as having 
tystic aene, and seven patients as 
^ having pustular-cystie aene. On break- 
ing the code, these patients were 
.. found to be evenly divided in both 
- | groups. Three completed two weeks, 
sten completed four weeks, nine com- 
- pleted eight weeks, and 21 completed 
—12 weeks. Three patients did not 
return after the initial visit; one 
patient was eliminated from the study 
before the second visit because of 
diarrhea. The 13 patients who com- 

= pleted only two or four weeks did so 

/ ^ because of either failure to return for 
— .. follow-up, the use of contraindicated 
drugs, or the discontinuation of the 






weal of ios the Conditions of 
"two patients were much improved, 13 
were improved, and one was the same 
(Table). Of the patients who were 
receiving clindamycin, the condition 

. A of one patient was much improved, 12 
« . were improved, and one was the same. 
After eight or more weeks, the condi- 

tions of 98.7% of the patients receiv- 

ing tetracycline and of 92.8% of the 
patients receiving clindamycin were 
either improved or much improved. 
"These results are not statistically 
different (P > .50). Caleulation of the 
percentage of decrease in the number 

of pustules on the first and last visits 
showed that, of patients receiving 

> tetracycline who had completed eight 
^" or more weeks of therapy, 14 had a 
greater than 25% decrease in pustules 
nd two had a less than 25% decrease. 
he patients receiving clindamycin 
or eight weeks or more, 12 showed a 
reater than 25% decrease in pustules 









decrease. As is shown in the Table, 
81.556 of the patients who were 
receiving tetracycline and 85.71% of 
the patients who were receiving clin- 
damycin had a greater than 25% 
decrease in the number of pustules on 
their last visit. 

No meaningful, sustained change 
was demonstrated on follow-up labo- 
ratory studies. 

| Two patients who were receiving 
i ndamy cin developed diarrhea (more 
n five loose bowel movements per 
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-and two showed a less than 25% 


Acne Vulgaris Treated With Clindamycin and Tetracycline* 


Tetracycline 
Hydrochloride 


. No. 

Subjective results 

Worse 

Same 

Improved 

Much improved 

Total 
Objective resuits 


<25% decrease in 
No. of pustules 
2596 increase in 
No. of pustules 
Total 


Clindamycin Hydrate 
Hydrochloride 


% No. % 


7.15 
85.70 
7.16 
100.00 


14 





* Results in 30 patients after eight or more weeks of therapy. 


t x? (with Yates correction). 


day), which necessitated discontinua- 
tion of the antibiotic. Proctoscopic 
examination of one patient disclosed 
raised, plaque-like pseudomembra- 
nous colitis. The other patient had 
proctoseopie findings of erythema, 
edema, and friability, but no definite 
plaque-like lesions were noted. Both 
conditions responded to withdrawal of 
the antibiotie and were clinically and 
proctoscopically improved within two 
weeks. 


COMMENT 


This study was undertaken in June 
1974 to evaluate the relative thera- 
peutic responses in patients with 
inflammatory aene to twice daily 
treatments with tetracycline and elin- 
damycin and to determine the labora- 
tory and clinical side effects. In 
February 1975, a decision was made to 
discontinue the study before the goal 
of 100 subjeets was attained. The 
reasons for this decision were as 
follows: (1) in reviewing the progress 
of the patients, the majority seemed 
to have some degree of improvement; 
(2) the Food and Drug Administra- 
tion's Drug Bulletin of January- 
March 1975, issued a warning limit- 
ing the use of clindamyein to serious 
infections; and (3) two patients receiv- 
ing the eoded antibiotie had already 
developed severe diarrhea and had 
abnormal results of proctoscopic ex- 
amination. 

Low-dosage, long-term tetracycline 
therapy has been recommended" for 
the control of inflammatory acne 


since the report of Ennis in. 1965 
More recently, this regimen has bee 
approved in the Manual of Dermato- 
logic Therapeutics? and in the Medical 


Letter on Drugs and Therapeutics." In X 
1972, Cunliffe and co-workers re- . . 
ported a 100% clinical improvement inc 
21 patients with aene who were Cd 
receiving 150 mg daily of clindamycin. — 
The following year, the same group? 


reported a 90% satisfactory response 
to 150 mg daily of clindamycin in 69 
patients with inflammatory acne, In- 


frared spectroscopic studies! compar- = 


ing the effect of eight antibiotics on | 
free fatty acids in sebum has been 
reported recently. In that study, clin- 
damycin was found to be substantially 
more potent in suppressing the ratio 
of free fatty acid to fatty ester weight | 
than the other antibioties. These 
authors suggested that clindamycin 


might be the first alternative medica- ce 


tion to tetracycline. 
The patients in our study comprise 


a basis for a clinical comparison of the ~ 


response of inflammatory acne to 
tetracycline or clindamycin. As shown 
in the Table, the conditions of 15 of 16 
patients (93.7%) receiving tetracycline 
and of 18 of 14 patients (92.8%) 
receiving clindamycin were subjec- 
tively improved or much improved. 
Only one patient in each group failed 
to show any improvement. As shown 


by actual count of pustules (Table), 14 . d 


of 16 patients (87.50%) receiving tetra- — 
cycline and 12 of 14 patients (85.71% 
receiving clindamycin demonstrate 
greater than 2556 decrease in p 
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initial visit. 


he coded drug. Both patients. were 


clindamycin. One patient had classic 
proetoseopical and histological evi- 


scopic findings compatible with a 


^. taking the antibiotie less than eight 
-. weeks) developed diarrhea and abnor- 
.. mal proctoscopie findings while re- 


1. Frienkel RK, Strauss JS, Yip SY, et al: 
‘sebum i in acne ‘vulgaris. N Engl J Med 273:850- 


fe e P; Williamson DM: Treatment of = 
uigaris with. tetracycline hydrochloride: 
Jle-bi iin trial with 51 patients. Br Med J 2: fe 


itzpatrick TB, indt KA, Clark WH, et al: 
rmatology and General Medicine. New York, 
Graw-Hill Book Co Inc, 1971, pp 353-372. 
Arndt. KA: Manual of Dermatologic Thera- 

peutics. Boston, Little Brown & Co, 1974, pp 6-7. 
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Two. cases of didechea : elated, | 
which. prompted discontinuation of 


ubsequently found to be receiving - 
dence of pseudomembranous coli- - 
- tis"; the other patient had procto- 


. nonspecific colitis. The fact that two 
of 24 patients (including patients | 


: Effect of tetracycline. on the composition of - 


he" ‘ceiving clindamydin;o once again in points i 
< out the substantial gastrointestinal 
side effect of clindamycin. 


In view of the observation of 


comparable clinical improvement with 


both tetracycline and clindamycin and 
the occurrence of diarrhea and abnor- 


mal. proctoscopie findings in two 
patients receiving clindamycin, one 


can only agree with the recommenda- 
tion* that clindamycin should not be 
used for the treatment of acne. The 
question concerning the use of clinda- 
mycin in tetracycline-resistant aene is 
not yet answered, but this mode of 
therapy must be clearly demonstrated 
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the inherent risk of the development 
of diarrhea and eo litis. 





This iud. was amui by Public Health 
Service grant TO AM 05611 and the Upjehn Co, 
Kalamazoo, Mich." 


 Nonjrüpriatary Names 
and Trademarks of Drugs 


Clindamycin hydrate hydrochloride- Cleo- 
eim, 

Tetracycline - fig roel nde Aca SA 
Bicycline, Panmyein,  Polycycline, Ste- 
clin, Tetras: :, 


17:51-52, 1975, — 

10. Pablo GM, Fulton JE: Sebum: Analysis by 
infrared spectroscopy. Arch Dermatol 11:734-135, 
1975. | 

iL Tedesco FJ, Barton RW, Alpers DH: Clin- 
damycin-associated colitis. Ann Intern Med 
81:429-433, 1974. 

12. Tedesco. FJ, ‘Stanley RJ, Alpers DH: Diag- 
nostic features of clindamy ein-associated pseu- 


domembranous colitis. N Engl J Med 290: 841-843, 
1974. 


Acne Vulgaris—Poulos & Tedesco 











A National Survey 


stemic Chemotherapy For Psoriasis 


Paul R. Bergstresser, MD; Susan H. Schreiber; Gerald D. Weinstein, MD 


- € A questionnaire that was mailed to 
— 810 randomly selected dermatologists in 
the United States surveyed their use of 
three systemic chemotherapeutic agents 
for the treatment of psoriasis during the 
two-year period of 1973 to 1974. Meth- 
otrexate was used by 52% of the surveyed 
dermatologists, while hydroxyurea and 
F  azaribine were used by 10% and 2%, 
^. respectively. Seventy-five percent of the 
dermatologists who used methotrexate 
treated ten or fewer psoriatic patients with 
his drug. Multiple dose therapy with 
methotrexate divided over a period of 36 
hours each week was the preferred 
'. schedule of 66% of the dermatologists. 
Liver biopsy specimens and creatinine 
clearance tests were obtained for only 
1796 and 3596 of patients, respectively, 
prior to initiating methotrexate therapy. 
The estimated number of dermatologist- 
^v. treated psoriatics nationwide receiving 
methotrexate is 25,000. 
(Arch Dermatol 112:977-981, 1976) 















M continues to be the 
most frequently used systemic 
chemotherapeutic agent for the treat- 
ment of severe and disabling psoria- 
sis."? Introduced in 1958 as the 
successor to aminopterin sodium,’ it 
has been shown to produce notable 
improvement for the majority of 
patients treated. By 1971 methotrex- 
ate was approved by the Food and 
Drug Administration (FDA) for use in 
ting psoriasis. Three additional 
‘antimitotic drugs have had limited 
popularity for the treatment of pso- 
`- riasis: hydroxyurea,^^ azaribine,'* and 
 myeophenolie acid.’ None of the three 
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were approved for use in treating 
psoriasis at the time of this survey. 
Hydroxyurea is available by virtue of 
its approval for the treatment of 
systemic malignant neoplasms. Azari- 
bine and mycophenolic acid had 
limited usage in controlled clinical 
studies during the time period covered 
by the survey. Azaribine has recently 
been approved for the treatment of 
psoriasis. 

Both potential and actual toxicity 
from each drug has restricted their 
use to a small percentage of patients 
with psoriasis. Reservations con- 
cerning toxicity have resulted in 
guidelines for the use of methotrex- 
ate.'^" An international group has 
attempted to evaluate the extent of 
hepatie toxicity from methotrexate." 

Two previous papers have reported 
surveys on the clinical use of meth- 
otrexate for psoriasis.'*'* These re- 
ports have been useful in defining 
long-term trends in physician usage 
of methotrexate. Since the last survey 
in 1971, important events have oc- 
curred that have presumably in- 
fluenced the current usage patterns of 
methotrexate therapy. These include 
the FDA approval of methotrexate for 
psoriasis, medicolegal actions relating 
to methotrexate, additional reports 
concerning methotrexate-induced liv- 
er damage, and the published guide- 
lines for methotrexate use. 

These data on the use of methotrex- 
ate, hydroxyurea, and azaribine in 
treating psoriasis were obtained from 
a nationwide survey of private and 
university dermatologists in clinical 
practice. Primary focus is placed on 
methotrexate, and, wherever possible, 
comparisons are made with previous 
reports. 


MATERIALS AND METHODS 


Three questionnaire surveys were made. 
The first two were of regional dermatology 
associations—the Florida Society of Der- 
matology, and the Chieago Dermatological 
Society (September 1974). Data from these 

















surveys were not combined with the 
national survey but were searched for 
regional variations in the use of the drugs. 
For the national survey, a listing was 
obtained of all office-based dermatologists, 
both private and university, in the U 
States (3,570). One seventh of the derma 
tologists were randomly selected to receiv 
mailed questionnaires (510). . ‘Ques ot 
naires were mailed in December 1974, and 
the closing date for returned question-- 
naires was Feb 15, 1975. Anonymity w was 
assured in the covering letter. — . ur 
The survey was designed to ascertain thé SUE 
use of methotrexate, hydroxyurea, ' and. SUR 
azaribine in clinical practice. Question- > < 
naires were coded for data processing, |^. 
which was performed on a computer IBM- => 
1130) in the Fortran programming lan- . 
guage. Programs were written by one of us |. 
(P.R.B.). The questionnaire contained 1l - o 
questions with multiple parts. They are . 
condensed and summarized as follows: 











I. Questions to dermatologists who had ^ 
used any of the drugs (methotrexate, hys s 
droxyurea, azaribine), nes 
A. Number of patients ‘uated with each : 

during the last two years. — 

B. Incidence of 11 toxic effects (nausea; ` 
fatigue; mouth uleers; vomiting; diar- 
rheà; hair loss; photosensitivity; ane- 
mia; leukopenia; thrombocytopenia; 
abnormal liver function tests). 

C. Incidence of systemic or cutaneous 
malignant neoplasms while receiving 
treatment. 

D. Percentage of patients who received 
concurrently prescribed systemic cor- 
ticosteroids, vitamins, or aspirin. 

E. Deaths and diagnoses attributed to 
each drug during the last two vears. 

II. Questions to those who have used 
methotrexate during the last two 
years. 

A. Major criteria for beginning treat- 
ment of each patient (75% to 100% 
involvement; 50% to 75% involve- 
ment; 25% to 50% involvement; 0% to 
2555 involvement; arthritis; social rea- 
sons; women younger than 30 years; 
other). 

B. Dosage schedule preferred (daily oral; |. 
weekly single oral; weekly divided ^. 
oral over period of 36 hours; intrave- 
nous [IV] weekly; intramuseular E 
weekly; other). T 
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Table 1.—Physicians Using and Patients Receiving Each of 
Three Drugs for Psoriasis 


Drug 











Hydroxyurea Azaribine 








No. of patients. 
No. of physicians 


% physicians 52 19 2 
[total, 254) 


Table 3.— indications For Initiating Treatment With Methotrexate 


Indication No. of Patients % Physicians" 


75% to 100% involvement | 391 48 
50% to 75% involvement 606 56 


25% to 50% involvement 


. Q9eto 25% involvement 
Arthritis 
Social reasons 


22 | 
Women younger than 30 yr | 10 9 
16 


0 
Other (severe and disabling, occupation, 78 
started by other physician, unresponsive 
to other treatment, etc) 





* Total, 133 physicians. 






Table 4, —Schedules of Methotrexate Administration 
. Scheduled Dosage 
Daily 2.5-mg oral 
Weekly 25-mg oral 
Weekly divided oral* 6 


Weekly IV 



















% Physicians (n = 133) % Patients (n = 1,650) 
























6 | 64 
0 iu | 0 
5 14 





* The weekly divided oral schedule represents three or four 2.5- to 5.0-mg doses during a 


period of 32 or 36 hours. 


C. Evaluations prior to and during treat- 
ment (sulfobromophthalein sodium 
[BSP]; creatinine clearance test; liver 
biopsy specimen). 

HI. Questions to those who had discon- 
tinued one or more drugs. 

A. Seleeted reasons for discontinuing 
each (unacceptable toxicity; fear of 
litigation; lack of FDA approval; 
patient death{s]; pending litigation; 
other). 

IV. General questions to all dermatolo- 
gists. 

A. “If you had severe psoriasis, would 
you take (1) methotrexate, (2) hy- 
droxyurea, (3) azaribine?" 

B. Statement of geographic location to 
search for regional variations. 

Behavioral scientists have created a 

large body of literature concerning validity 
and response rates in questionnaire stud- 
ies. ^" The lengthy questionnaire was 
judged to be necessary to derive informa- 
tion for a variety of problems. Despite this, 
the percentage of questionnaires returned 
(50%) ranks among the best when com- 
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pared with other questionnaire surveys of 
physicians. The 50% response rate gives 
an effective sample of 7% of dermatolo- 
gists throughout the country. The categor- 
ical response format was chosen to allow 
for comparative analysis. Although an 
assurance of confidentiality was given, 
questions were included that may have 
touched on the private relationship be- 
tween physicians and patients, and this 
may have caused inaccurate or incomplete 
reporting. It is recognized that many of the 
answers were only the physieian's best 
estimate rather than an exact tabulation 
from patient records. 


RESULTS OF THE SURVEY 


Of the 510 questionnaires mailed in 
the national survey, 254 completed 
questionnaires (50%) were returned 
with usable data. Return rates were 
43% and 60% for the Chicago and 
Florida surveys, respectively. 

From the current national survey, 


1,650 patients were treated by 133 












of Patients Treated — | 

__ With Methotrexate = 

No. of Patients - 
ito 5 
















No. of Physicians 
| 70 
















1110 15 
161020. 7 
| — 211025 — 2 ^ | 

31 to 100 6 


physicians with methotrexate for an 
average of 12 patients for each physi- 
cian (Table 1) The total of 133 
represents 52% of the responding 
physicians. The frequeney distribu- 
tion of patients for each physician is 
of interest (Table 2) Seventy-five 
percent of dermatologists treated ten 
or fewer patients during the two-year 
period. Only eight dermatologists 
treated more than 30 patients each 
and together accounted for 780 pa- 
tients (47%). The Chieago study was 
different to the extent that five physi- 
cians treated 100 or more patients, 
including two physicians with 400 and 
500 patients each. The effect of this 
was to increase the mean number of 
patients per physician without mate- 
rially altering the frequency distribu- 
tion. In the Chicago and Florida 
surveys, the mean number of patients 
per physician were 31 and 11, respec- 
tively. These data are important when 
extrapolating to estimate the total 
number of patients receiving meth- 
otrexate in the United States. 

Selection of patients for methotrex- 
ate therapy remains an important 
problem. It is sometimes difficult to 
verbalize the reasons for treating an 
individual patient, let alone all of 
one's patients in general This diffi- 
culty does not negate the importance 
of the decision. Table 3 lists the indi- 
eations for beginning each patient's 
therapy in the survey and the number 
of physicians who treated patients for 
that indieation. Many physicians se- 
lected more than one major indieation, 
which is not unrealistie, and the table 
consequently provides only a general 
overview of indications. Widespread 
psoriasis, arthritis, and involvement 
of cosmetically important areas were 
the prime considerations. 
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| ules. have been the subject of numer- 
gus reports. >" Table 4 lists the 
© "schedules preferred by physicians and 
the percentage of patients receiving 
methotrexate by each sehedule. With- 
-in each schedule, many dermatologists 
. remarked that the weekly intervals 
.. were extended or that dosages were 
-. adjusted on the basis of individual 
clinical responses. Comparisons with 
previous schedules (Table 5) reveals 
the continuing trend away from daily 
oral to intermittent weekly adminis- 
tration, particularly to divided doses 
over periods of 32 to 36 hours. This is 
5s. obviously in response to recent publi- 
. Various laboratory examinations 
. . have been recommended to evaluate 
. renal, hepatic, and hematopoietic func- 
© tions prior to and during treatment 
With methotrexate.'"'' The use of 
^s e Sulfobromophthalein (BSP) test for 
. . liver function, the creatinine clear- 
ance test for renal function, and liver 
biopsy specimens were specifically 
surveyed in this study. Sixty-eight 
c. percent of dermatologists obtained 
& liver biopsy specimens infrequently 
— v. (for 0% to 33% of their patients) 
before treatment. Twenty-six percent 
of physicians obtained liver biopsy 
specimens frequently (for 67% to 100% 
of their patients) prior to treatment, 
while the remaining 6% of physicians 
obtained liver biopsy specimens for 
about half of their patients. Periodi- 
cally during treatment with meth- 
otrexate, the percentages change 
slightly. Seventy-seven percent ob- 
tained biopsy specimens infrequently, 
16% frequently, and 7% for about half 
.. of their patients. Similar data were 
obtained for the use of the BSP and 
t ereatinine clearance tests. À minority 
-of physicians (29% for BSP and 27% 
for creatinine clearance) obtained 
these tests for most of. their pa- 
tients. 

Table 6 lists the percentage of 
patients who received each laboratory 
examination before and during treat- 
ment with methotrexate. One fifth to 
one third of patients received the BSP 
and creatinine clearance examination 
before and during treatment. No 
comparisons are possible with pre- 

© vious studies. In the present study, it 
: was determined that 41% of dermatol- 
gists obtained a liver biopsy spec- 
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Methotrexate a a sehed- 








Table 5.—Comparison of Schedules 
of Methotrexate Administration 
Among Three Studies 


% Physicians 









Scheduled Dosage 1967 1971 1974 


Daily 2.5-mg 42 20 2 
oral 

Weekly 25-mg 26 29 18 
oral 

Weekly divided 0 38 66 
oral* 


Weekly IV 
Weekly IM 11 


* The weekly divided oral schedule repre- 
sents three or four 2.5- to 5.0-mg doses during 
a period of 32 or 36 hours. 


imen for at least one of their patients; 
however, only 17% of patients under- 
went liver biopsies prior to treatment. 
In Roenigk's survey, 15% of dermatol- 
ogists obtained liver biopsy specimens 
prior to treatment." 

The remainder of the questionnaire 
dealt with hydroxyurea and azaribine 
in addition to methotrexate. Table 1 
lists the number of patients receiving 
and percentage of physicians using 
each drug during the two-year period. 
Table 7 lists the incidence of side 
effects reported by physicians for all 
three drugs. A partial comparison 
with the 1971 study reveals that 
reported incidences of nausea and 
fatigue from methotrexate are in- 
creased from 5% and 2%, respec- 
tively. 

Dermatologists were asked whether 
they use eoncomitant treatment with 
three additional drugs: systemic eorti- 
costeroids, aspirin, and vitamins. Nine 
percent of patients receiving meth- 
otrexate were treated concomitantly 
with systemically administered corti- 
costeroids. Seven percent of patients 
receiving hydroxyurea and 4% of 
patients receiving azaribine also were 
treated with systemically adminis- 
tered corticosteroids. Percentages of 
patients to whom aspirin and vita- 
mins were specifically prescribed 
were less than 1%. The number of 
patients actually taking each is proba- 
bly much higher, since both are freely 
available to the public. 

The Florida and Chicago question- 
naire requested a listing of patients 
whose course was complicated by 
unusual bacterial, fungal, and viral 
infections. The reported incidences 





were virtually zero, and the questions 


were removed from the national - 


survey. This finding is consistent with 
that of Roenigk." E 

Dermatologists were asked to list . 
the precentage of patients developing . 
cutaneous and systemic malignant. — 


neoplasms while under treatment . 
with each drug. None were reported _ 
for hydroxyurea or azaribine. Of those — 
receiving methotrexate, — 


patients 
three were reported to have developed 


cutaneous malignant neoplasms and  . 


four to have developed systemic ma- _ 
lignant neoplasia (granulocytic leu- 
kemia, carcinoma of the pancreas, and _ 
two unidentified malignant neo- 
plasms). | 
Of considerable importance is the . 
search for patient deaths that may be .. 


attributed to the therapy of psoriasis. . 


It is expected that meaningful data ee 
for infrequent events such as deaths ' 


wil be difficult to obtain. In the - 


national survey, three deaths were " 


attributed by physicians to meth- `- 


otrexate. The listed causes of death - 


were liver failure, heart failure, and. 
gastrointestinal hemorrhage. Among. ~ 


the 2,419 patients reported in the 
Florida and Chicago surveys, there 
were seven deaths attributed by 
physicians to methotrexate: liver fail- 
ure in two; bone marrow depression in 
two; a granulocytosis in one; possible 
liver failure in one; and liver failure 
with alcoholism in one. Two deaths 
were attributed to azaribine among 
110 patients; both caused by throm- 
boembolism. One patient treated with 
both methotrexate and azaribine died, 
with diagnoses of thrombophlebitis 
and liver toxicity. The surveys, how- 
ever, did not identify the circum- 
stances of those deaths or distinguish 
among direct, indirect, or only possi- 
ble relationships between drug use 
and subsequent deaths. 

Physicians who at one time had 
used each drug and subsequently 
discontinued its use were asked to 
select from among several reasons for 
their decision to stop its use (Table 8). 
Many physicians selected several 
answers to this question. The survey 
did not anticipate with a specific ques- 
tion the numerous other physicians _ 
who spontaneously commented on ` 
their decreased use of each drug. —— 

Dermatologists were asked hypo- 
thetically whether they would. alle 
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| | Examination 
` Before treatment 


Creatinine clearance 
Liver biopsy specimen 


Table 6.—Pattents Receiving Laboratory Examinations Before and 
During Treatment With Methotrexate 


BSP* 
_ Creatinine clearance 580 35 
Liver biopsy specimen 284 17 
Periodically during treatment | 
BSP | 359 22 






Patients (n = 4,650) 
se ee ee oe ae Ce Oe ee ND 
No. % 








346 21 






* BSP indicates sulfobromophthalein test for liver function. 


Table 7.—incidence of Side Effects Associated With Three Drugs 
For the Treatment of Psoriasis 


56 incidence (No. of Patients at Risk) 


Side Effect 


| 14 15 
Fatigue E 7 4 15 
4 | «1 0 


. Mouth ulcers 
Vomiting 
Diarrhea 


Methotrexate (1,650) 


Hydroxyurea (245) Azaribine (52) 


PW «1 | 0 14 
. | Hair loss | 2 «1 0 


Photosensitivity « 





1 (0 0 
3 7 50 


Leukopenia 
Thrombocytopenia 


Abnormal liver function 13 
tests 











Table 8.—Reasons For Discontinuing Drugs 


No. of Physicians Selecting Reason 
SUPERIUS eer IRON 


7 | 20 0400 
2 6 0 


«1 14 










/— prescribe methotrexate, only 38 would 


Reason Methotroxate Hydroxyurea Azaribine 


25 | 16 16 
7 0 E 0 





Lack of FDA approval 
' Patient death(s) 


Litigation pending 



















Drug ineffective 











(Physicians responding to 
question) 


treatment of their own severe psoria- 
sis with each chemotherapeutic agent. 
Sixty-six percent, 48%, and 40% of 
responding physicians were willing to 
take methotrexate, hydroxyurea, and 
. a8zaribine, respectively. For all drugs, 
. more dermatologists were willing to 
take the drugs themselves than pre- 
seribe them for their patients. The 
percentage of physicians willing to 
take methotrexate has not changed 
appreciably since the 1971 study 
(6276). There were no regional differ- 
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Other 9 





12 | 1 





enees in the Chicago and Florida 
surveys. 

The responses for the personal use 
of methotrexate were stratified be- 
tween those who do treat and those 
who do not treat psoriasis with metho- 
trexate. Those physicians who treat 
with methotrexate are more likely to 
allow personal use of it. Of 119 physi- 
cians who prescribed methotrexate 
and answered this question, 108 were 
willing to take it themselves. Of the 
101 physicians answering who did not 










agree to personal use of the drug. 
COMMENT 


During 1973 and 1974, 52% of 
surveyed dermatologists used metho- 
trexate in the treatment of psoriasis. 
Nineteen percent used hydroxyurea in 
proportionally fewer patients per phy- 
sician. The 2% usage of azaribine 
reflected only clinieal drug trials, 
since it was not readily available. 

Seventy-five percent of dermatol- 
ogists treated ten or fewer patients 
with methotrexate, indicating per- 
haps rather stringent symptom re- 
quirements prior to treatment. A 
small number of physicians accounted 
for more than 50% of the patients. 
Rough extrapolation from the nation- 
al survey indicates that approximate- 
ly 25,000 patients received methotrex- 
ate for psoriasis during the last two 
years. This figure may be influenced 
by a large number of patients treated 
by relatively few dermatologists, and 
eonsequently it is only an estimate. 
An extrapolation based on the Chica- 
go regional data alone would have 
more than doubled the estimate. 

Recent critical attention to liver 
function has overshadowed renal 
function in evaluating patients for 
treatment with methotrexate. The 
creatinine clearance test is a more 
accurate assay of renal excretion than 
either the serum blood urea nitrogen 
or serum creatinine evaluations. Since 
the bulk of methotrexate is cleared by 
the kidney, abnormalities in renal 
funetion leading to delayed drug 
exeretion will frequently produce tox- 
icity. From the data in this survey, 
only one third of patients treated with 
methotrexate received this safe, rou- 
tine, but important safe test. 

From the international psoriasis- 
liver-methotrexate study, it was de- 
termined that a substantial number of 
patients with permanent liver dam- 
age as determined by liver biopsy had 
no abnormal results on serum liver 
studies." Of the serum studies, the 
BSP was the most sensitive in 
revealing some abnormality. In the 
present national survey it was deter- 
mined that two thirds of patients did 
not receive a BSP test. 

Liver biopsy specimens prior to 
treatment with methotrexate were 
obtained routinely by one fourth of 
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"physicians, whereas two thirds of the 
- physicians obtained biopsy specimens 
infrequently. A similar pattern was 
seen for obtaining follow-up spec- 
- imens. Since 1971, the percentage of 

physicians obtaining biopsy spec- 
imens has increased. The question of 
"morbidity and mortality risks from 
"liver biopsy was raised by several 
physicians. Unfortunately, we did not 
anticipate this question for the sur- 
vey, and meaningful data were not 
obtained. Large studies of patients 
undergoing liver biopsies for all types 
-of liver disease indicate a mortality of 
about 1 in 6,000, although it is 
suggested by gastroenterologists that 
itients with severe liver diseases, 
such as obstruction, cirrhosis, and 
. . malignant neoplasms, have the great- 
=. est risk. 

The fact that chemotherapy of 
psoriasis does not induce malignant 
neoplasms was supported by the lack 
of such findings in the survey. Bailin 
et al, in a large retrospective study, 
found no increased incidence of sys- 
temic malignant neoplasms in pa- 
tients treated with methotrexate.” 
Only prospective comparative studies 
with precise mortality indexes will 
begin to answer this question. 

Few drugs have been considered to 
interact with or to alter the clinical 
effect of methotrexate. Some labora- 
tory studies have implicated aspirin in 
altering serum protein-bound and 
free methotrexate ratios****; however, 
there has been no clinical evidence of 
increased toxicity from the two drugs. 

It ean be anticipated that many 
patients with psoriasis take aspirin 
he accompanying arthritis and 
ther ailments. Our data do not 
clarify this issue. 
. ; One unanticipated result of the 
Survey was the finding that 9% of 
patients treated with methotrexate 
received simultaneously prescribed 
systemically administered corticoste- 
roids. This is high in view of the 
finding that a substantial number of 
methotrexate fatalities have occurred 
in patients who previously or concur- 
 rently received systemically adminis- 
- tered corticosteroids for their psoria- 






































ie. shift in drug administration 
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edules from daily oral administra- _ 


tion to intermittent methods reflects 
recent reports that show an increased 
incidence of liver toxicity with the 
daily oral schedule. =° The intermit- 
tent parenteral schedules (IM and IV) 
are now used rather infrequently, 
reflecting in part their greater ex- 
pense without appreciable clinical ad- 
vantage. The schedule most frequent- 
ly used is that of three or four doses 
given at 12- or 8-hour intervals to 
provide tissue levels of methotrexate 
for the 36-hour duration of the 
psoriatic cell cycle.” 

The percentage of dermatologists 
using methotrexate (52%) appears to 
be declining. In 1967, 87% of the 
surveyed medieal centers used meth- 
otrexate. This figure is not compa- 
rable with the present survey, but the 
1971 value of 67% usage of methotrex- 
ate is comparable, since both univer- 
sity services and private offices were 
surveyed with similar results (univer- 
sity, 68%; private, 65%). 

Concern about toxicity and litiga- 
tion have caused dermatologists to 
discontinue or curtail their use of 
these drugs. Physicians who would be 
willing to allow treatment of their 
own psoriasis with methotrexate are 
the most likely to treat patients with 
it. Among the reasons for discontin- 
uing methotrexate and hydroxyurea, 
two are important. Some dermatolo- 
gists incorrectly include the lack of 
FDA approval as a reason for not 
using methotrexate. Many dermatol- 
ogists discontinued the use of hy- 
droxyurea because patients failed to 
improve with it. 

Two additional comments that pro- 
vide some perspective to methotrex- 
ate use are that some dermatologists 
do not believe that liver biopsies may 
be done safely in their communities, 
and that dermatologists near teaching 
institutions frequently refer patients 
to these institutions for treatment 
with methotrexate. 

This study was supported in part by Publie 
Health Service grant AM 14887, by grant Ca 
14395 from the Comprehensive Cancer Center of 


Miami, Miami, Fla, and by the Dermatology 
Foundation of Miami, Miami, Fla. 


Nonproprietary Names 
and Trademarks of Drugs 
Azaribine~—Triazure. 
Hydroxyurea— Hydrea. 


Chemotherapy for Psoriasis—Bergstresser et al E x 


References 


1. Van Seott EJ, Auerbach R, Weinstein GD: 
Parenteral methotrexate in psoriasis. Arch 
Dermatol 84:550-556, 1964. 

2. Roenigk HH Jr, Bergfeld WF, Curtis GH: 
Methotrexate for psoriasis in weekly oral doses. 
Arch Dermatol 99:86-93, 1969. 

3. Weinstein GD, Frost P: Methotrexate for 
psoriasis: À new therapeutic schedule. Arch ; 
Dermatol 103:33-38, 1971. 


4. Edmundson WF, Guy WB: Treatment of BE 
Arch |. 


psoriasis with folic acid antagonists. 
Dermatol 18:200-203, 1958. e 

5. Leavell VW Jr, Yarbro JW: Hydroxyurea: A - 
new treatment for psoriasis. Arch Dermatol 
102:144-150, 1970. E 


6. Moschella SL, Greenwald MA: Psoriasis. ae 


with hydroxyurea: An 18-month study of 60 
patients. Arch Dermatol 107:363-368, 1973. | 
1. Milstein HG, Cornell RC, Stoughton RB: 


Azaribine in the treatment of psoriasis: A low = : 


dose, double-blind evaluation. Arch Dermatol 
108:43-47, 1973. 


8. Volger WR, Olansky S: À double-blind study Mr. 


of azaribine in the treatment of psoriasis. Ann 
Intern Med 73:951-956, 1970. 

9. Jones EL, Epinette WW, Hackney VC, et al: 
Treatment of psoriasis with oral mycophenolic 
acid, abstracted. J Invest Dermatol 60:246, 1973. 

10. Roenigk HH, Maibach HI, Weinstein GD: 


Use of methotrexate in psoriasis, editorial. Arch | i 


Dermatol 105:363-365, 1972. 
11. Roenigk HH, Maibach HI, Weinstein GD: 


Methotrexate therapy for psoriasis; Guideline ^. 


revisions. Arch Dermatol 108:35, 1973. _ 3 

12. Weinstein GD, Roenigk H, Maibach H, 
et al: Psoriasis-liver-methotrexate interactions. 
Arch Dermatol 108:36-42, 1973. 


13. Rees RB, Bennett JH, Maibach HI, et ak ^. 
Methotrexate for psoriasis. Arch Dermatol 95:2- 


11, 1967. 
14. Roenigk HH Jr: Methotrexate: Where are 
we today?, in Farber EM, Cox AC (eds): Psoria- 
sis, Proceedings of the International Symposium, 
Stanford University, 1971. Stanford, Calif, Stan- 

ford University Press, 1971, pp 465-474. 

15. Gullen WH, Garrison GE: Factors influenc- 
ing physician's response to mailed question- 
naires. Health Serv Rep 88:510-514, 1973. 

16. Schor S: Questionnaire studies. JAMA 
223:1497, 1913. 

17. Levine A, Roizen P, Rozé P, et ak A 
mathematieal method for analysing question- 
naires. Bull WHO 47:87-97, 1912. 

18. Halprin KM, Fukui K, Ohkawara A: Blood 
levels of methotrexate and the treatment of 
psoriasis. Arch Dermatol 103:243-249, 1971. 

19. Dahl MGC, Baker H: Drug reactions: VI. 
Methotrexate and the liver. Br J Dermatol 
81:465-7, 1971. 

20. MeDonald CI, Bertino IR: Parenteral 
methotrexate for psoriasis. Lancet 1:864, 1968. 

21. Menghini G: One-second biopsy of the liver: 
Problems of its clinical application. N Engl J Med 
283:582-585, 1970. 

22. Bailin PL, Tindall JP, Roenigk HH, et al: Is 
methotrexate therapy for psoriasis carcino- 
genic? A. modified retrospective-prospective 
analysis. JAMA 232:359-362, 1975. 

23. Liegler D, Henderson D, Hahn MA, et al: 
Renal clearance and in vivo protein binding of 
methotrexate in man and changes associated 
with salicylate administration, abstracted. Proc 
Am Assoc Cancer Res 8:41, 1967. 

24. Dixon RL, Henderson ES, Rall DP: Plasma 


protein binding of methotrexate and its displace- . E : 


ment by various drugs. Fed Proc 24:454, 1965.. 
25. Baker H: Methotrexate in psoriasis. Lancet j 
1:205, 1968. 













-Order Blank 
Health Insurance Claim Form 
Return Order Blank To: | 
American Medical Association 
-535 North Dearborn 
Chicago, illinois 60610 
= (812) 751-6000. 


Type of form 





Price 


Including 


Quantity—in Handling 
orders of: 


O Single Form OP-407 1,000 [Lj $ 18.50 
(One page 5,000 [i 78.00 
pads of a hundred) 10,000 [1 138.00 

LJ] Two Forms OP-408 1,000 [J 28.00 
(Original and 5,000 O 172.00 
one carbon) 10,000 [I 210.00 

Ll Continuous Form OP-409 7,000 g 28.00 
(Original and one carbon) 5,000 . 112.00 
(For Computer Printers) 10,000 L] 210.00. 

TOTA Gunaan 
CHECK O MONEY ORDER O 
Enclosed Enclosed 


: Accepted by Medicare, Commercial Car- 


riers, many Blue Shield Plans, and 


many states for Medicaid. 


Developed by the AMA in cooperation with car- 
riers, government agencies, and other groups, 
this form is the most current and most widely 


| used claim reporting form available. 
-cantly reduces the time and cost of claims re- 


. porting. 





it signifi- 


and Postage 





SUN  9€€6690660900000000000000000000000000000000000000090 





e 

e 

e 

e 

e 

e 

" 

€ 

9 

e 

Type or Print e 
Name PES e 
| | e 

Street Address o Y, 
tt S A REEL. 
Check or money order must accompany this order and be œ 
made payable to the American Medical Association. e 
NOTE: Larger quantities available - at. special rates. Call. e 
or write the American Medical Association. e 
e 

e 

e 

® 

8 

e 


€90000000000060000000090000000000000000000900000 





Note: A number of private firms are marketing 
an outdated, more expensive version of this form. 
To be certain you are using the most current and 
acceptable form to third party insurance car- 
riers, we encourage you to use the official AMA 
form. Order yours today. 
















itment £or controlling 
mild-to-severe dermatoses 
n only 7 days* 


4 bia. 
f. betamethasone dipropionate 
Cream 0.05% 


+a _ (Potency expressed as betamethasone) 














? see Clinical Considerations section which follows.. 
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Whatever the 


perspective—the 


same successful 
results can 
be seen 





betamethasone 
dipropionate 
Cream 0.05% 


Patient profile: 
Caucasian male, 36 years old. 


Patient history: 

No known allergies; no family history of 
psoriasis; general health good. Has taken no 
systemic medication, had no operations. 
Has had psoriasis 8 years; condition usually 
better in summer, worse in fall and winter. 


Previous therapy: 


Numerous tar preparations and other lotions; 


extensive use of topical steroids—with and 
without occlusion. 


Treatment: 
Diprosone Cream 0.05%, b.i.d. without 
occlusion. 


Note: 


Punch biopsy taken pre- and post-treatment. 


Please see Clinical 
Considerations section which follows... 


Clinical photographs and studies 
courtesy of A. S. Zelickson, M.D. 


COPYRIGHT © 1976, SCHERING CORPORATION. ALL RIGHTS RESERVED 





Clinical 
photograph— 


before treatment 
Findings: sharply 
marginated, 
heavily crusted 
plaques. 









In only | 
7 days 


Findings: 
remission of 
crusting, 
epidermis 
essentially 
normal. 








microscopy — 
before treatment 


Findings: rete 
ridges prolonged 
and prominent. 


Findings: 
decreased 
prolongation of 
rete ridges; return 
toward normal. 


Scanning 
electron 
microscopy— 
before treatment 
(Approx. 900X.) 


Findings: highly 
irreqular stratum 
corneum. 


In only 
7 days 


Findings: evenly 
structured cells 
and layers— 
approaching 
normal. 


"Y 


i 


Transmission 
electron 
microscopy— 
before treatment 
(Approx. 6,000X.) 


Findings: 
markedly dilated 
superficial blood 
vessels; marked 
extracellular 
edema in lower 
epidermis; 
alterations in 
cytoplasmic 
organelles. 


Findings: very 
little, if any, 
extracellular 
edema; basement 
membrane and 
dermis normal; 
epidermis 
essentially 
normal. 














NEW bd. | 
DI DIOSOnG ointment 0.05% 


brand, of 


betamethasone dipropionate 


demonstrated efficacy 
in only 7 days— with b.i.d. administration 





Offers the same benefits as Diprosone Cream: 
Rapid onset of response in psoriasis, and atopic 
and contact dermatitis. 


Convenient b.i.d. dosage enhances patient cooperation; increases 
likelihood of adherence to regimen as prescribed. 


No occlusive dressing needed — but may be used if desired. 


= Convenient package sizes — 


available in 15 Gm. and money-saving 45 Gm. tubes. 


Economical —:ne rapid onset of response and b.i.d. dosage may enable 
patients to use less medication and thus save on the total cost of treatment. 


Free of parabens — sensitization rarely a problem. 


- brand of 
Diprosone* betamethasone dipropionate 
Cream 0.05% / Ointment 0.05% 


Clinical Considerations: 


DESCRIPTION DIPROSONE is betamethasone dipropionate (9-fluoro-1158,17,21-trihydroxy-168-methylpregna- 
1,4-diene-3,20-dione 17,21-dipropionate). Each gram of DIPROSONE Cream 0.0596 contains 0.64 mg. 
betamethasone dipropionate (equivalent to 0.5 mg. betamethasone) in a hydrophilic, emollient cream 
consisting of purified water, mineral oil, white petrolatum, polyethylene glycol 1000 monocetyl ether, cetostearyl 
alcohol, phosphoric acid, and monobasic sodium phosphate with 4-chloro-m-cresol as preservative. Each 
gram of DIPROSONE Ointment 0.05% contains 0.64 mg. betamethasone dipropionate (equivalent to 0.5 mg. 
betamethasone) in an ointment base of mineral oil and white petrolatum. CONTRAINDICATIONS DIPROSONE 
Cream and Ointment are contraindicated in vaccinia and varicella. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any of the components of such preparations. PRECAUTIONS 
If irritation develops with the use of DIPROSONE Cream or Ointment, treatment should be discontinued and 
appropriate therapy instituted. In the presence of an infection, the use of an appropriate antifungal or 
antibacterial agent should be instituted. If a favorable response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately controlled. If extensive areas are treated or if 

the occlusive technique is used, the possibility exists of increased systemic absorption of the corticosteroid 

and suitable precautions should be taken. Although topical steroids have not been reported to have an 

adverse effect on pregnancy, the safety of their use in pregnant females has not been absolutely established. 
Therefore, they should not be used extensively on pregnant patients, in large amounts or for prolonged periods 
of time. DIPROSONE Cream and Ointment are not for ophthalmic use. ADVERSE REACTIONS The following 
local adverse reactions have been reported with topical corticosteroids: burning; itching; irritation; 

dryness; folliculitis; hypertrichosis; acneiform eruptions; hypopigmentation. The following may occur more 
frequently with occlusive dressings than without such therapy: maceration of the skin; secondary infection; 

skin atrophy; striae; miliaria. DOSAGE AND ADMINISTRATION Apply a thin film of DIPROSONE Cream 

to the affected skin areas twice daily, in the morning and at night. Clinical studies of DIPROSONE have indicated 
that applications twice a day are generally adequate. Apply a small quantity of DIPROSONE Ointment to the 
affected skin areas twice daily, in the morning and at night. APRIL 1976 


For more complete details, consult package insert or Schering literature available from your Schering 
Representative or Professional Services Department, Schering Corporation, Kenilworth, New Jersey 07033. SLS-545 


















Multiple Halo Neurofibromas 


|. The second case of multiple halo 


 neurofibromatosis is reported. Halo neu- 


rofibromas are rare benign tumors that 
appear on the neck and trunk of adults. 
The clinical and histopathological differ- 
ential diagnosis of the other neuroecto- 
dermaily derived halo lesions, such as 
neural nevus, nevocellular nevus, spindle 


and epithelioid cell nevus, blue nevus, | 


and malignant melanoma, also is consid- 
ered. An autoimmune hypothesis is pro- 
posed to explain the depigmentation in 
the halo neurofibroma. The fact that the 
patient has café au lait spots that contain 
giant pigment granules probably indicates 
that he also has neurofibromatosis. 
(Arch Dermatol 112:987-990, 1976) 
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he name leukoderma acquisitum 

centrifugum was first used by 
Sutton in 1916 to describe the 
phenomenon in which the spontaneous 
resolution of a nevocellular nevus is 
accompanied by a centrifugal exten- 
sion of depigmentation resulting in a 
halo nevus.! After resolution of the 
nevus, the depigmented halo usually 
remains, although it may repigment 
months later.’ 

Several other neuroectodermally 
derived cutaneous lesions may also 
acquire a halo. These are neurofi- 
broma, neural nevus, 
spindle and epithelioid cell nevus, and 
malignant melanoma.** In 1926, Von 
Leszezynski was the first to describe 
multiple halo neurofibromas.* In 1965, 
Kopf et al reported the case of a 
patient with a solitary halo neurofi- 
broma.' 

The purpose of this paper is to 
report the second case of multiple halo 
neurofibromas, to review the findings 
in other neuroectodermally derived 
halo lesions, and to diseuss the 
possible cause of these lesions. 


REPORT OF A CASE 


A 53-year-old man was first seen in the 
Wilford Hall US Air Force Medical Center 
Dermatology Clinie for removal of an 
asymptomatic papule that had been on his 
back for several years. Examination 
revealed a firm, reddish-brown, round 
papule 8 mm in diameter on the upper 
right area of the back surrounded by a ring 
of depigmentation 8 mm in width (Fig 1). 
Two lesions of similar size and clinical 


blue nevus, 





appearance were noted on the posterior 
aspect of the neck and on the right 
shoulder. The duration of the halos and of 
the other two papules was unknown. An 
initial clinieal diagnosis of multiple halo 
nevi was made. 

Further examination revealed three café 
au lait spots measuring 1.5 x LO cm, 
2.0 x 2.4 em, and 1.3 x 6.0 em, located on 
the upper left area of the chest, upper 
middle area of the back, and the left hip, . 
respectively. There was also a 7.0 x 9.0-cm 
light-brown macular lesion, speckled with. 
numerous slightly darker pigmented mac- 
ules measuring 2 to 6 mm, located on the 
medial aspect of his right leg. 

The café au lait spots and speckled 
macule had been present since early ehild- 
hood. Axillary and perineal freckling were 
absent. There was no family history of 
neurofibromatosis, halo nevi, and vitiligo. 
A review of systems and the remaining 
physical examination revealed no symp- 
toms or signs of neurofibromatosis. Skull 


and chest x-ray films were normal. X-ray 
films of the spine revealed degenerative < 
bone disease but no evidence of neurofibro- ` 


matosis, g 
MATERIALS AND METHODS 


Biopsy specimens excised from the halo 


lesions were stained with hematoxylin- 


eosin, Fontana-Masson, and Giemsa stains. 
Punch biopsy specimens were taken from 
two café au lait spots and stained with 
hematoxylin-eosin and Fontana-Masson 
stains, respectively. A portion of each 
biopsy sample from a café au lait spot was —.. 
processed for electron microscopical exami- — 


nation by the standard techniques of fixas. Ü 
tion with glutaraldehyde and osmium  . 







tetroxide and staining with uranyl aceta 
and lead citrate. zr 
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Fig 1.—Halo neurofibroma showing a 
central reddish-brown papule surrounded 
by a depigmented halo. 


RESULTS 


All three halo lesions had similar 
histological findings. The epidermis in 
the halo zone and that portion over- 
lying the dermal lesion showed a 
diffuse decrease in melanin granules 
(Fig 2) Despite the reduction of 
pigment, clear cells were present at 
the dermoepidermal junction as well 
as in higher levels of the epidermis. 
The nonencapsulated but well-demar- 
cated dermal lesion was located in the 
upper reticular dermis and was sepa- 
rated from the epidermis by a narrow 
grenz zone. The lesion was composed 
of numerous cells with oval to spindle- 


shaped basophilic staining nuclei and 
scant homogeneous basophilic cyto- 
plasm with indistinct cell membranes. 
The cells were arranged in a haphaz- 
ard manner and were associated with 
fine wavy "maiden-hair" fibers of 
immature collagen. The Fontana- 
Masson stain showed no melanin in 
the dermal lesion, and the Giemsa 
stain revealed numerous mast cells 
scattered throughout the lesion. All 
three lesions were diagnosed as neuro- 
fibromas. The sections were reviewed 
by Elson B. Helwig, MD, of the Armed 
Forces Institute of Pathology, who 
concurred with the diagnoses. 

The café au lait spots revealed 
hyperpigmentation of the basal layer. 
An occasional cell in the basal layer 
contained one to three spheroid gran- 
ules that stained dark-brown with 
hematoxylin-eosin and black with the 
Fontana-Masson silver stain (Fig 3). 
Electron microscopical examination 
revealed two basic kinds of electron- 
dense granules within the melano- 
cytes. The most numerous granules 
were normal ellipsoid melanosomes in 
various stages of melanization. The 
giant granules, occasionally five times 
larger in their long axes than a normal 
melanosome, were of two types. One 
was ellipsoid, with a central core of 
electron-dense amorphous material 
admixed with lucent globular bodies 


Fig 2.—Margin of halo showing abundant melanin in normally pigmented epidermis at 
right and diffuse decrease of melanin in halo region at left (Fontana-Masson, original 


magnification x 338). 
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and a peripheral zone that consisted of 


finely dispersed granules (Fig 4). Tlge*s*- 


other giant granule was spherical and 
consisted of a highly dense material, 
except for an occasional randomly 
distributed lucent globular body. The 
keratinocytes contained melanosome 
complexes and both types of giant 
granules. 


COMMENT 


Neurofibromas are benign nonen- 
capsulated tumors derived from 
Schwann cells and the fibroblasts of 
the endoneurium and perineurium.* 
Cutaneous neurofibromas vary in size 
from small papules to large tumor 
masses. Their color varies from pink 
to reddish-brown. Cutaneous neurofi- 
bromas may occur singly or multiply, 
or as multiple localized lesions.’ 
Patients with localized neurofibromas 
usually do not have neurofibromato- 
sis. 

Halo neurofibromas are rare lesions 
that occur on the neck and the trunk 
of adults as either single or multiple 
lesions. Von Leszczynski first 
described this entity when he reported 
the case of a healthy 48-year-old 
woman who had multiple halo neurofi- 
bromas on the trunk. Although the 
papules had been present since early 
childhood, the depigmented halos de- 
veloped eight months prior to exami- 
nation. His patient also had halo nevo- 
cellular nevi and patches of vitiligo. 
Kopf et al alluded to a patient with a 
solitary halo neurofibroma, but no 
other clinical details were included. 

The differential diagnosis of a halo 
neurofibroma includes the other neu- 
roectodermally derived halo lesions. 
These are neural nevus, nevocellular 
nevus, spindle and epithelioid cell 
nevus, blue nevus, and malignant 
melanoma. All of these halo lesions 
show decreased or absent melanin in 
the epidermis of the halo region.** In 
the halo neurofibroma, neural nevus, 
blue nevus, and metastatic malignant 
melanoma, in which the central lesion 
is intradermal, there is also decreased 
or absent melanin in the epidermis 
overlying the dermal lesion.*^? Melan- 
in is usually present in the overlying 
epidermis in the halo nevocellular 
nevus, the spindle and epithelioid cell 
nevus, and the malignant melanoma, 
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LY 


in which cells of the dermal lesion are 


-~“cegntiguous with similar cells in the 


epidermis. Melanin is present in the 
dermal lesions in all but the halo 
neurofibroma and halo neural nevus.‘ 

The pathogenesis of the leukoderma 
in the halo neurofibroma is unknown. 
Although electron microscopical ex- 
amination has not been performed on 
the halo neurofibroma, the light 
microscopical findings are identical 
with those found in the halo nevus, 
namely spotty or absent melanin in 
the halo region, with numerous clear 
cells in the basal and Malpighian 
layers of the epidermis.** Electron 
microscopical examination of halo 
nevi has revealed a decreased number 
of melanocytes with sparing of the 
Langerhans cells, whereas staining of 
specimens from the macules in the 
white forelock and from vitiliginous 
areas usually shows total absence of 
melanocytes and  melanosomes.'''* 
Mishima reported a decrease in the 
melanocyte population, with sparing 
of the Langerhans cells in the depig- 
mented portions of regressing lentigo 
maligna." 

The importance of cell-mediated 
immunity in malignant melanoma is 
well documented.'*'* Stegmaier et al 
proposed a hypothesis of cell-me- 
diated immunity to explain the patho- 
physiologic features of the halo 
nevus.’ His working hypothesis is as 
follows: (1) The dermal nevus cells 
produce an antigen. (2) Delayed 
hypersensitivity occurs, and lympho- 
cytes migrate to these cells. (3) A 
soluble substance cytotoxic to melano- 
cytes is produced and attaches to the 
nevus cells and to the epidermal mela- 
nocytes. (4) There is progressive 
destruction of nevus cells, with active 
epidermal melanocytes above the ne- 
vus and inactive melanocytes beyond 
the nevus (halo). 

Jacobs et al have recently found 
evidence that the small “lymphocyte- 
like” cells replacing the nevus are 


Fig 4.—Giant pigment granule within café 
au lait spot melanocyte. Note electron- 
dense central core with numerous lucent 
globules and peripheral ring composed of 
fine granular substance (original magnifi- 
cation x 22,420). 
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Fig 3.—Giant pigment granules (arrows) in café au lait spot melanocyte (Fontana- 


Masson, original magnification x 1,296). 
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"antigenically activated lymphocytes" 
and have reported massive cytoplas- 
. mic vacuolar degeneration of nevus 
_. cells, with eventual death of the nevus 
. eells.*** They also found similar 
degenerative changes in the overlying 
- epidermal melanocytes.” A study of 
-halo nevi by Swanson et al" revealed 
similar mononuclear cells that are 
probably lymphocytes infiltrating the 
nevus and acting in response to an 
immune stimulus.* 

The nevus cell and the melanocyte 
are closely related embryologically to 
the Schwann cell.^ In fact, Masson 
believes that the neuroid intradermal 
nevus cell arises from the Schwann 

- cell.” Perhaps a spontaneous mutation 
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or viral transformation in the 
Sehwann cells of the neurofibroma 


results in a humoral and/or in cell- 


mediated immunological inhibition of 
melanogenesis or destruction of the 
sensitive epidermal melanocytes while 
it causes no change in the -neurofi- 
broma that can be seen by light micro- 
scopical examination. This hypothesis 
is similar to that proposed by Wayte 
and Helwig to explain the halo nevo- 
cellular nevus and could theoretically 
be applied to the other neuroectoder- 
mally derived halo lesions." 

The finding of giant pigment gran- 
ules in the melanocytes and keratino- 
cytes of our patient is similar to the 
finding of the granules by Jimbow et 
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Maculopapular Eruption in 


Hypoparathyroidism 


Margaret Waisman, MD, Sean O’Regan, MB, BCh 


* A 12-year-old girl with idiopathic 
hypoparathyroidism manifested an ery- 
thematous, follicular, maculopapular 
eruption on her trunk and arms. The erup- 
tion abated when the serum calcium rose 
to normal levels. 

(Arch Dermatol 112:991-992, 1976) 


andidiasis has long been identi- 
fied as a cutaneous complication 
of hypoparathyroidism. A few cases of 
eczematous dermatitis'? and one case 
of exfoliative erythroderma? have 
been observed with hypocalcemia. 
This report of maculopapular, perifol- 
lieular eruption associated with severe 
hypocalcemia of idiopathic hypopara- 
thyroidism is, to our knowledge, the 
first report of such a manifestation. 


REPORT OF A CASE 


A 12-year-old girl was admitted to 
University Hospitals of Cleveland because 
of grand mal seizures that occurred daily 
for one month and recurring carpopedal 
spasm for a few days. Her mother 
described the onset of convulsive seizures 
when the patient was 3 weeks old; these 
seizures were discovered to be associated 
with hypocalcemia. Treatment with sup- 
plemental calcium until the age of 4 
months arrested the attacks. Until six 
months before admission, the patient had 
been asymptomatic and enjoyed apparent 
good health. She then experienced sporadic 
seizures during a period of one month. 
Treatment with phenobarbital had been 
ordered and the attacks halted. 

For several years a distinct eruption had 
appeared intermittently and briefly. With 
the onset of the seizures one month 
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previously, the eruption reappeared and 
this time persisted. Her mother had 
observed that shortly before the develop- 
ment of cutaneous lesions, the hairs on the 
child's forearms would stand upright. 

Physical examination revealed a mildly 
mentally retarded girl of normal stature 
with a symmetric, fine, erythematous, 
perifollieular maculopapular eruption on 
the trunk and proximal parts of the arms 
(Fig 1 and 2). The digits were of normal 
size and the fingernails showed punctate 
leukonychia and no evidence of candidiasis. 
The teeth were widely spaced but were 
otherwise normal. Intermittent carpopedal 
spasms occurred at rest. The deep tendon 
reflexes were hyperactive, and Chvostek, 
Trousseau, and peroneal signs could be 
elicited easily. 

The complete blood cell count, including 
the differential count, and the urinalysis 
were normal. The serum calcium level was 
4.9 mg/100 ml, serum phosphate level was 
11.4 mg/100 mg, and serum magnesium 
level was 1.75 mg/100 ml. Tubular reab- 
sorption of phosphate calculated from the 
endogenous creatinine and phosphate 
clearances was 99.4%. The phosphate clear- 
ance was 0.65 mg/minute. The serum 
alkaline phosphatase level was 13.3 King- 
Armstrong units/100 ml (normal for the 
patient's age, 10 to 20 units). X-ray films of 
upper and lower extremities taken for esti- 
mation of bone age (11 years) showed no 
abnormality. There was no metacarpal 
shortening or other bony manifestation of 
pseudohypoparathyroidism. An Ellsworth- 
Howard test produced an increase in phos- 
phate clearance 6.8 times greater than that 
excreted prior to parathyroid hormone 
injection. Parathyroid hormone injection 
also altered the calcium/phosphate values 
from 5.8 mg/10.1 mg/100 ml to 6.3 mg/8.1 
mg/100 ml. The serum calcium values fell 
consistently in the hypoparathyroid range 
when assessed in relation to total serum 
protein levels of 7.1 to 7.3 gm/100 ml of the 
McLean-Hastings nomogram. Serum para- 
thyroid hormone, measured by radioimmu- 
noassay, was undetectable.’ Acid-base sta- 
tus was not a source of concern because her 
venous blood pH was 7.43, while her serum 
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calcium level was 5.7 mg/100 ml. No 
evidence of coexisting endocrinopathies 
was found, nor were any antibodies 
detected against thyroid, adrenal, or parie- 
tal cells. 

Histopathologic examination of skin 
from a maculopapular lesion showed a 
normal epidermis and only a mild perivas- 
cular lymphocytic infiltrate and some 
edema in the dermis (Fig 3). 

The eruption was ameliorated, and, on 
occasion, was eliminated by intravenous 
administration of calcium gluconate given 
to relieve carpopedal spasm. The effect of 
caleium injections was transient, the erup- 
tion and carpopedal spasm reappearing 
within three hours. She has since been 
maintained on a low-phosphorus diet, 
orally administered calcium gluconate (800 
mg of calcium daily), and ergocalciferol, 
(3,000 units daily). Her skin lesions waxed 
and waned with the serum calcium level 
and disappeared when the calcium level 
rose to 7.1 mg/100 ml three months after 
therapy began. 


COMMENT 

The role of hypocalcemia in the 
development of skin lesions in hypo- 
parathyroidism is obscure. In a large 
series of patients with hypoparathy- 
roidism,’ severe skin lesions were 
absent despite marked hypocalcemia 
with concomitant neuromuscular 
manifestations. Although the immu- 
nologic status of patients with muco- 
cutaneous candidiasis** is altered, and 
mucocutaneous candidiasis is a com- 
mon accompaniment of the hypopara- 
thyroidism, our patient had no evi- 
dence of Candida infection, and 
autoantibodies against other endo- 
crine organs were absent. The patient 
was not intensively investigated im- 
munologically, but her history and 
physical examination did not indicate 
any sign of immunologic compro- 
mise. 

Dystrophic ectodermal lesions such 
as poor dentition, dry skin, rough skin, 
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Fig 1.—Fine, erythematous, maculopapu- 
lar eruption on trunk and proximal part of 
upper extremities. 


and hair and nail abnormalities’ are 
found frequently in association with 
hypoparathyroidism. There is a pauci- 
ty, however, of reports of other 
dermatoses specifically associated 
with hypocalcemia. Dent and Gar- 
retts' reported four cases of extensive 
eczematous dermatitis that re- 
sponded to correction of hypocalcem- 
ia. Harell-Steinberg et al" and Lach- 
mann* described psoriasiform and 
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Fig 2.—Detail of papulofollicular eruption. 


exfoliative erythrodermas in patients 
with hypocalcemia. 

Hypocaleemia is known to cause 
dilation of small vessels" and could 
possibly account for the erythematous 
component of the eruption. As in 
many of the recorded cases, the 
response of the skin to temporary 
correction of the hypocalcemia in this 
patient was dramatic, with prompt 
amelioration or total disappearance of 
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Fig 3.—Skin biopsy specimen from papular 
lesion on arm. Lymphocytic perivascular 
infiltrate is present. 


the eruption. The unusual clinical 
picture in our case suggests a patho- 
genesis perhaps different from that in 
exfoliative erythroderma secondary to 
hypocalcemia. 
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. Subcutaneous Fat Necrosis 





‘Norman Levine, MD, Gerald S. Lazarus, MD 


= * A patient with acute pancreatitis 

developed subcutaneous fat necrosis of 
^ the anterior abdominal wall secondary to 

|... leakage of pancreatic enzymes through a 
. mentin the peritoneum following paracen- 
tesis. The same patient also had another 
Subcutaneous complication of pancreati- 
tis, namely, nodular liquifying panniculitis 
of the lower extremities. The diagnosis 
was made by the typical histological find- 
ings of subcutaneous fat necrosis, foci of 
necrotic cells with a "ghost-like" ap- 
pearance, and basophilic-staining cal- 
cium soaps deposited around the necrotic 
cells. 

{Arch Dermatol 112:993-994, 1976) 








ince the first reports by Chiari in 
1883' and Hansemann in 1889, 
more than 40 cases of nodular liquify- 
ing panniculitis associated with pan- 
creatitis or pancreatic carcinoma have 
been reported. Pancreatic inflamma- 
tion results in the release of proteo- 
lytic and lipolytic enzymes into the 
lymphatic and portal circulation. The 
enzymes act on distant peripheral fat 
-.. tissues to hydrolyze neutral fat to 
_. fatty acids and glycerol? The result- 
ng fat necrosis is characterized clini- 
«ally by tender erythematous nodules 
“that occur most frequently on the 
lower extremities, but fat necrosis 
may also be seen in the bone marrow, 
lungs, and other organs. If the fat 
necrosis occurs in periartieular tissue, 

an acute arthritis simulating gout or 
rheumatoid arthritis may be present.’ 
Usually, leakage of enzymes leads 
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After Paracentesis 


Report of a Case in a Patient With Acute Pancreatitis 


only to digestion of the fat contiguous 
to the pancreas. 

We have observed a patient who 
had two cutaneous complications of 
acute pancreatitis, namely subcuta- 
neous fat necrosis of the anterior 
abdominal wall secondary to leakage 
of enzymes through a rent in the 
peritoneum made by a paracentesis 
needle and nodular liquifying panni- 
culitis of the lower extremities. 


REPORT OF A CASE 


A 53-year-old man with a long history of 
alcoholism had two episodes of acute 
pancreatitis, one occurring 48 months and 
the other three months prior to admission. 
Two weeks prior to admission, he noted the 
onset of anorexia and epigastric pain that 
radiated to the back. Progression of these 
symptoms during the next 14 days led to 
his hospitalization. 

On admission, the patient was emaciated 
and acutely ill with a rectal temperature of 
38.6 C, blood pressure of 130/90 mm Hg, 
pulse of 100 beats per minute, and respira- 
tions of 16 per minute. The skin, head, eyes, 
ears, nose and throat, lymph nodes, and 
heart were normal. Inspiratory rales were 
heard at both lung bases. The abdomen was 
distended, and there was moderate tender- 
ness in the epigastrium and right upper 
quadrant of the abdomen. The liver was 
palpable 5 cem below the right costal 
margin, and a fluid wave could be demon- 
strated. Bowel sounds were hyperactive. 
Rectal examination was normal, and a stool 
guiaic test was negative for occult blood. 

Pertinent laboratory values were as 
follows: hematocrit, 4495; white blood cell 
(WBC) count, 13,800/cu mm, with 83% poly- 
morphonuclear leukocytes and 17% lym- 
phocytes; prothrombin time, 13 seconds. 
Other values were serum sodium, 137 mEq/ 
liter; lactic dehydrogenase, 216 milli-inter- 
national units (mIU)/ml; serum bilirubin, 
2.6 mg/100 ml; serum alkaline phosphatase, 
18 mIU/ml; serum calcium, 8.4 mg/100 ml; 





serum phosphorus, 28 mg/100 ml; and 
serum amylase, 832 mg/100 ml. X-ray 
examination of the chest revealed bilat- 
eral basilar, plate-like atelectasis. X-ray 
examination of the abdomen revealed a 
pattern suggestive of ileus without pan- 
creatie calcification. An echogram of the 
pancreas was compatible with an edema- 
tous organ, without pseudocyst formation. 
The diagnosis of acute pancreatitis was 
made, and the patient began receiving 
nasogastric suction. He promptly im- 
proved. 

Eight days after admission, the patient 
had a recurrence of abdominal pain asso- 
ciated with bilateral ankle edema. A para- 
centesis was performed at the midline, 6 
em below the umbilicus, with the use of a 
14-gauge needle. The aspirated fluid con- 
tained 30 WBC and 20 red blood cells, and 
the amylase value was elevated to 8,000 
mg/100 ml (serum amylase, 1,490 mg/100 
ml). A Gram stain of the fluid showed 
Gram-negative rods, and the patient was 
given intramuscular injections of genta- 
micin sulfate and clindamycin. Two days 
after paracentesis, a confluent erythema- 
tous, finely nodular eruption was noted in 
the area around the paracentesis site. In 
succeeding days, this eruption extended 
over the entire lower part of the abdomen 
and across the right inguinal ligament to 
the upper part of the right thigh. During 
this time, several 2- to 5-em discrete, 
tender, red subeutaneous nodules were 
noted on the ankles and legs. Skin biopsies 
were performed on lesions of the abdomen, 
lower part of the leg, and upper area of the 
thigh. 

Conservative treatment was used, and 
despite an episode of acute renal failure, 
the patient recovered completely. The 
eruption on the abdomen healed with 
postinflammatory hyperpigmentation. The 
nodules on the legs resolved over a period 
of two weeks, leaving depressed. hyperpig- 
mented sears. 


COMMENT 
Our patient manifested two differ- 





Subcutaneous Fat Necrosis—Levine & Lazarus 993 





Fig 1.—Skin biopsy specimen from lesion of anterior abdominal 
wall showing lower reticular dermis (d) and subcutaneous fat (f) 
(hematoxylin-eosin, original magnification x 100). 


ent cutaneous stigmas of pancreatic 
disease. He developed severe subcuta- 
neous fat necrosis of the abdominal 
wall secondary to leakage of pancreat- 
ic enzymes through a track in the 
peritoneum made by the 14-gauge 
paracentesis needle. The eruption be- 
gan around the paracentesis site and 
spread to contiguous areas on the 
abdomen and thigh. This clinical 
picture suggests that lipolytic en- 
zymes in the peritoneal fluid extra- 
vasated through the large paracen- 
tesis track into the subcutaneous 
tissue of the abdominal wall and 
caused the eruption. The patient also 
developed the discrete, tender subcu- 
taneous nodules on the lower extremi- 
ties characteristic of nodular liquify- 
ing panniculitis. 
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Fig 2.—Fat necrosis is manifested by loss of cell outlines and 
presence of amorphous eosinophilic material within cells. Deeply 
basophilic calcium soaps are at periphery of fat lobule (hematox- 


ylin-eosin, original magnification x 450). 


Both of these complications of 
pancreatitis were diagnosed by ob- 
serving typical histological changes in 
our biopsy specimens (Fig 1 and 2). 
Foci of fat necrosis were character- 
ized by "ghost-like" fat cells without 
nuclei? and a fine basophilic material 
deposited around the necrotic fat cells 
(calcium soaps).* Other histologic find- 
ings that occur are needle-like clefts 
representing dissolved fatty acids,’ a 
polymorphous cellular infiltrate 
around the necrotic fat cells, foam 
cells, and foreign-body giant cells.’ 

Although fat necrosis of the abdom- 
inal wall as a complication of paracen- 
tesis has not been reported previously, 
we suspect that it is not rare. It is 
easily diagnosed by skin biopsy and it 
should be suspected if a patient with 
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pancreatitis develops erythema and 
tenderness of the abdominal wall 
after paracentesis. Since the clinical 
presentation is similar to cellulitis, 
Gram stain and culture should be 
performed to exclude this possibility. 
Definitive diagnosis of subcutaneous 
fat necrosis can be established by 
observing the typical histological find- 
ings in skin biopsy specimens. 
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Physiatrics for 


Deforming Linear Scleroderma 


Robert I. Rudolph, MD, James J. Leyden, MD 


e When linear scleroderma traverses 
several joints, severe and mutilating 
deformities and contractures, with loss of 
limb function, can result. Drugs and 
surgical procedures are usually of little 
benefit in ameliorating the deformities. 
Physiatrics, on the other hand, is a readily 
available modality that can restore much 
useful function and reverse the contrac- 
tures and is probably the most effective 
means of treating patients with deforming 
linear scleroderma. This type of therapy 
should be instituted at the inception of the 
disease process so that the development 
and progression of any contraction can be 
minimized or prevented. 

(Arch Dermatol 112:995-997, 1976) 


que scleroderma occurs in sev- 
eral forms: the linear type ("en 
bande"), scleroderma "en coup de 
sabre," hemiatrophy of the face, and 
the plaque-like type ("white spot 
disease"). Linear scleroderma is rela- 
tively uncommon and usually occurs in 
younger persons, with the majority of 
cases beginning before the age of 20. 
Single or multiple indurated areas 
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occur along the course of a peripheral 
nerve or of a dermatome, and the 
initial scattered plaques often in- 
crease in size and finally fuse. Atro- 
phy, hyperpigmentation and hypopig- 
mentation, and sclerosis subsequently 
ensue as involution occurs, sometimes 
leading to a marked contraction and 
deformity of a limb, with loss of func- 
tion of a hand or foot. 

In the past, diverse drugs and 
surgical maneuvers have been used 
with limited success in the treatment 
of scleroderma of both the localized 
and systemic varieties. Immunosup- 
pressive drugs, such as azathioprine, 
have been used, but in one of the most 
successful series only about 30% of the 
patients were helped.' Penicillamine 
was used in ten patients at the Mayo 
Clinie, with objective and subjective 
improvement in only 50% of the cases.” 
A host of other powerful experimental 
drugs that have also been used with 
limited benefit in the treatment of the 
disease have included potassium p- 
aminobenzoate, aminocaproic acid, 
relaxin,’ methyldopa,’ progesterone, 
and edetate disodium.’ Dimethyl sul- 
foxide was in vogue several years ago 
as a useful agent in the treatment of 
scleroderma. One series of 42 patients 
noted that 50% had increased motion 
of treated parts." On the other hand, 
Tuffanelli treated 24 patients and did 


not demonstrate a change in symp- 
toms or movement." Whether or not 
dimethyl sulfoxide actually works is 
now really a moot point, for its use in 
therapy for scleroderma is now re- 
stricted. 

The havoc created by a disease that 
causes mutilating deformity and con- 
tractures predominantly in young 
people has prompted many attempts 
at surgical correction that have some- 
times been helpful but most often 
not.'"'* Because of the apparent lack 
of benefit from extensive surgical 
procedures in use in the past, this 
modality has now become infrequent- 
ly used. 

We have followed up the case of a 
girl with long-standing linear sclero- 
derma. She experienced a progressive 
contracture, with marked deformity 
of her arm and hand that was consid- 
erably reversed by an intensive pro- 
gram of physical therapy. Since this 
therapeutic modality is readily avail- 
able, requires minimal equipment, 
and is easily performed, our case is 
presented to emphasize its usefulness 
and to encourage physicians treating 
youngsters with deforming linear 
scleroderma to consult a physiatrist. 
An intensive program can then be 
planned from the onset, not at the 
end, of the disease. As our case will 
demonstrate, good results can occur 
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Fig 1.—Sclerotic band from chest to hand, with contractions 


of arm and deformity of hand and fingers. 


even when rehabilitation therapy is 
begun at a late stage of the disease, 
but better results will occur when 
therapy is begun early. 


REPORT OF A CASE 


A 14-year-old girl was first examined 
when she was 8 years old because of red, 
poikilodermatous areas on the left side of 
the chest and left arm. During the next few 
months, these areas became hyperpig- 
mented and hypopigmented, and indura- 
tion was noted. In the ensuing years, a 6- 
em wide depressed, hypopigmented, scle- 
rotie band developed, extending from the 
chest down the medial aspect of the arm, 
across the dorsum of the wrist, to several 
fingers of the left hand. When we saw her 
in July 1972, a bowed contracture of the 
left arm had developed, associated with an 
almost useless fixed "claw" hand (Fig 1 
and 2). Extension of the elbow was limited 
to 109°, and the wrist was deviated to the 
ulnar side with a fixed extension of 17°. 
The outer three fingers of the hand were 
fixed in flexion, ranging from 77° for the 
third finger to 135? for the fifth finger. 
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Fig 2.—Sclerosis of hand with ulnar deviation and contractions 





involving several fingers after one year of physical therapy. 


Roentgenograms of the chest, hand, and 
arm revealed marked tissue deformity but 
no bony abnormalities. A skin biopsy 
showed a thin epidermis, with massive 
fibrosis of the dermis and absence of the 
subeutaneous tissues. 

After members of the Department of 
Physieal Medicine and Rehabilitation saw 
the patient, she immediately began an 
intensive program of rehabilitation exer- 
cises. To inerease the flexibility of the skin 
and the range of motion of the joints, both 
active and passive stretching exercises 
were instituted. Paraffin baths were used 
for the hand. A series of home exercises 
were developed, and the patient (and her 
mother) have faithfully and vigorously 
performed these twice daily for more than 
one year. Our patient, consequently, ean 
now flex and extend her elbow to normal 
limits (185°), can flex-her wrists by 10°, 
and can now move her affected fingers to 
the extent that many useful self-help func- 
tions can be performed easily. 


COMMENT 


The usual course of localized scle- 


roderma is eventual involution and 
cessation of activity.'? Occasionally, as 
in our patient, severe contracture and 
deformities will result when the linear 
variety traverses several joints. Sub- 
sequent loss of function of both limb 
and of hand or of foot can oceur 
insidiously. 

In the face of the infrequent and 
inconstant benefits from various 
drugs, several surgical attempts to 
correct the condition have been 
reported. Longacre and Wagner de- 
scribe a case of linear scleroderma in 
which a leg was involved from groin to 
malleolus, producing marked defor- 
mity of the foot with bowing of the 
leg and shortening of the limb.” 
Several major surgical procedures, 
involving excision of the sclerotic 
tissues and large cross-leg flaps, were 
needed to correct the deformity in 
their patient. Quite successful results 
were obtained with complete func- 
tional recovery of the leg, mild dispro- 
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T . portion between the length of the 

o fRmbs, and equalization of size be- 
tween the two legs. More recently, a 
ease of severe scleroderma with hem- 
iatrophy was presented in which a 

. Syme amputation was performed with 
the fitting of a prosthesis." Delayed 
wound healing and sloughing of the 
amputation flap constituted serious 
problems. The patient became fully 
ambulatory and proficient in all self- 
care activities after much supportive 
therapy. 





However, in an extensive review of - 


,-. 19 pediatric cases of focal scleroder- 
 -. - ma, Chazen et al reported that seven 
. of the patients underwent extensive 
"but ineffectual surgical procedures 
“involving fasciotomies (with and with- 
. out skin grafts)" They noted that 
-= "since all of these patients eventually 
^ .. had as much or more deformity as 
preoperatively, it would appear 
that ... surgical intervention does not 
correct or cure the disease but 
may ...mitigate the effects of the 
process.” Radiotherapy in low doses 
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and systemically administered ste- 
roids had been tried with little percep- 
tible help in other surveyed patients. 

Kottke et al noted that collagen and 
connective tissue (such as that found 
in contractures) exhibited a quality of 
“plastic elongation” when constant or 
prolonged tension was applied. The 
authors utilized this property to 
formulate programs that would pro- 
vide significant restoration of func- 
tion to limbs affected by contractures. 
Certainly, our patient benefited from 
physieal therapy in that marked 
return of function of her hand and 
arm have occurred. 

Because of the quite limited useful- 
ness of both drugs and surgical inter- 
vention in the treatment of severe 
linear seleroderma, such conservative 
yet readily available and easily per- 
formed physiatrie measures as have 
been deseribed for our patient and 
others appear to be the best thera- 
peutie modalities for treatment of 
mutilating linear scleroderma in chil- 
dren. In advanced cases in patients 
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under the skillful guidance of a — 
physiatrist, much function can be . 
restored to the limb and hand, . 
contractures can be reversed, and the | 
outlook for continued improvement 
with useful function in the affected — 
areas can be dramatically improved. It . 
is in the inception of the disease, of = 
course, before mutilating deformities 
and contractures develop, that physi- > 
cal therapy should be instituted. —. 
Using this readily available modality _ 
early in the course of the disease will — 
help prevent or greatly minimize any ` 
contractures and loss of function that 
might appear as the process pro- ` 
gresses and finally involutes. que 
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I [ypopigmentation With Punctate 





Keratosis of the Palms and Soles 


| Maj Lonnie A. Cole, MC, USAF 


» Generalized discrete hypopigmented 
_macules forming a camouflage pattern 
appeared on the skin of a man. The condi- 
tion has been present and has not 
changed since the age of 6 months. Five 
other members of his family are reported 
to have the same abnormality. All affected 
members also have punctate keratosis of 
the palms and soles. An autosomal domi- 
nant pattern of inheritance is suggested. 
(Arch Dermatol 112:998-1000, 1976) 


Tihe subject of this report is a man 
with generalized discrete hypo- 
pigmented maeules on his skin that 
form a peculiar camouflage pattern. 
The disorder is associated with punc- 
tate keratosis of the palms and soles 
and appears to represent an as yet 
‘undescribed autosomal dominant ge- 
nodermatosis. The pigmentary anom- 
aly affects six members in three 
generations of the patient's family 
and is characterized by a diffuse 
variegated pattern of hypopigmenta- 
tion affecting almost the entire body. 
All affected members also have punc- 
tate keratosis of the palms and soles. 


REPORT OF A CASE 


An 18-year-old man was noted to have an 
unusual pigmentary pattern on his skin 
and discrete keratotie papules on the palms 
and soles. He is the fifth of seven children 
and was born and raised in Louisiana. At 
birth, no abnormal skin coloration was 
seen. By age 6 months, a diffuse irregular 
macular speckled pattern of hypopigmen- 
tation became evident. It has remained 
essentially unchanged and asymptomatic 
throughout his life. In summer, there is 
normal darkening of his exposed skin, 
which tends to reduce the contrast between 
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the dark and light areas. The keratotic 
papules on the palms and soles were first 
noted at the age of 3 years. These too have 
remained entirely asymptomatic. There is 
no history of exposure to or ingestion of 
arsenic. 


Family History 


The family history was obtained from 
several interviews with the subject. Unfor- 
tunately, no family members were avail- 
able for examination by the author. The 
patient's pedigree is shown in Fig 1. The 
mother's normal skin is somewhat lighter 
than the proband's, making her hypopig- 
mented areas less noticeable. The hypopig- 
mented macules in the two older brothers 
are fewer and larger than those of the 
proband. All family members with the 
abnormal skin pigmentation also have the 
papules on their palms and soles. No 
member has either condition alone. There 
is no family history of cancer or other 
serious illness. An apparently unaffected 
sister died of pneumonia at the age of 6 
months. 


Physical Examination 


Physical examination was normal except 
for the skin. The normal skin was moder- 
ately darkly pigmented. Scattered diffuse- 
ly over most of the body were sharply 
demarcated irregular macules showing 
varying degrees of hypopigmentation (Fig 
2). The hypopigmented macules were 
sparse or absent on the acral portions of 
the body, including the head, neck, nipples, 
elbows, knees, genitalia, hands, and feet. 
None of the hypopigmented areas were 
totally without pigment. Rather, they were 
lighter than the normal skin and varied 
from different shades of brown to very 
light tan. The hypopigmented areas 
ranged from 1 to 15 mm in diameter. Many 
of the macules had small 1- to 2-mm islands 
of darker pigmentation within them. The 
overall pattern bore a strong resemblance 
to light-brown paint spattered on a darker 
background (Fig 3) The hypopigmented 
areas did not correspond to any particular 
vascular or dermatomal pattern. The 
mucous membranes were normal The 


were also 


irises and hair 
pigmented. 
Numerous flat-topped hypopigmented 
keratotic papules were present on the 
palms, soles, and dorsolateral aspects of the 
fingers and tees (Fig 4). The papules did 
not appear to be concentrated over areas of 
trauma. They varied from 2 to 6 mm in 
diameter. None of the papules were scaly 
or showed collarette formation, Typical 
papules and closed comedones of acne were 
present on the face. The teeth and nails 
were normal. A slit-lamp examination of 
the eyes and an audiogram were normal. 


normally 


Laboratory Data 


Results of the following laboratory 
values and tests were normal: complete 
blood cell count; urinalysis; the VDRL test 
for syphilis; blood glucose; blood urea 
nitrogen; serum creatinine; electrolytes; 
total serum bilirubin; serum creatine phos- 
phokinase; serum glutamic oxaloacetic 
transaminase; serum alkaline phosphatase; 
serum lactic dehydrogenase; serum uric 
acid; quantitative immunoglobulin electro- 
phoresis; plasma hydrocortisone; serum 
complement; and 24-hour urinary values 
for uroporphyrin, protein, 17-hydroxyste- 
roid, 17-ketosteroid, creatinine, phosphate, 
and calcium. X-ray films of the chest, skull, 
and long bones were within normal limits. 
An electrocardiogram was normal. A chro- 
mosome analysis revealed a normal male 
karyotype. Hemoglobin electrophoresis 


‘was 96% A and 4% A, globulin. The blood 


type was B+. Direct and indirect Coombs 
tests were negative. 

The following laboratory test results 
were considered abnormal: glucose-6-phos- 
phate dehydrogenase (G6PD), 0.5 interna- 
tional units (IU) (normal, 5 to 10 IU); 
reticulocyte count, 2.5%; serum iron, 40ug/ 
100 ml (normal, 80ug to 175ug/100 ml); total 
iron-binding capacity, 510ug/100 ml (nor- 
mal, 250ug to 500ug/100 ml) and serum 
haptoglobin, 240 mg/100 ml (normal, 30 to 
190 mg/100 ml) There were slightly 
increased levels of as, B-, and y-globulin. 


Histopathologic Findings 


Specimens from the hypopigmented and 
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Fig 1.—Family pedigree. Solid symbols, 
Affected; open symbols, unaffected; slash, 
deceased. 


normally pigmented areas, as well as from 
a palmar papule, were removed for biopsy 
with a 4-mm punch. All were stained with 
hematoxylin-eosin. Fontana-Masson silver 
stains were used to study the distribution 
of melanin in the skin. 

Hypopigmented Skin.—The stratum cor- 
neum and Malpighian layers were normal. 
There were focal areas of mild elongation 
of the rete ridges. Abundant melanin gran- 
ules were present in the basal cell layer as 
well as in the remaininy layers of the 
epidermis. There were occasional small 
collections of melanophages in the upper 
dermis (Fig 5). 

Normally Pigmented Skin.—Other than a 
slight increase in melanin pigment in the 
basal cell layer, there were no important 
differences in the histologic appearance of 
normally pigmented skin and hypopig- 
mented skin (Fig 6). 

Palmar Papule.—There was hyperkera- 
tosis overlying a cup-shaped depression in 
the epidermis. A slight degree of hyper- 
granulosis and acanthosis was present. 
Only an occasional melanocyte was present 
in the basal cell layer of the papule. Several 


Fig 5.—Fontana-Masson silver-stained section of hypopigmented 
skin from right forearm (original magnification x 175). 
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Fig 2.—Hypopigmentation pattern of trunk 
and upper extremities. Note relative spar- 
ing of dorsum of hands. 


eecrine duets were seen traversing the 
margins of the hyperkeratotic papule. No 
abnormal cells were noted (Fig 7). 


COMMENT 


With any abnormality of pigmenta- 
tion, it is first necessary to determine 
which skin is normal and which is 
abnormal. In this family, the abnor- 
mality appears to be one of hypopig- 
mentation. The history, pattern, dis- 
tribution, and histological findings 
rule out acquired conditions, such as 
vitiligo, leprosy, pityriasis alba, post- 
inflammatory hypopigmentation, id- 
lopathie guttate hypomelanosis, halo 
nevus, xeroderma pigmentosum, and 
symmetrical progressive leukoderma. 
Congenital causes of hypopigmenta- 
tion, including albinism, Chediak- 
Higashi syndrome, piebaldness, and 
Waardenburg syndrome, can also be 
ruled out by the clinical and patholog- 
ical findings. 


Fig 6.—Fontana-Masson silver-stained section of 
pigmented skin from 


x 175). 





Fig 3.—Close-up view of 
patient's right thigh. 


pattern on 


Fig 4.—Hypopigmented keratotic palmar 
papules. 





normally 


right forearm (original magnification 
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Fig 7.—Keratotic RHA from Salim, showing cup-shaped FRE in epidermis and 
eccrine ducts at margins of papule (hematoxylin-eosin, original magnification x 40). 


Several other pigmentary abnor- 
malities showing a variegated pattern 
can also be ruled out. Dyschromatosis 
universalis hereditaria’ differs from 
this case in that hyperpigmented as 
well as depigmented macules are 
mingled on normal skin. This patient 
lacks the dystrophic nails and skin 
atrophy demonstrated by the patients 
reported by Moon-Adams and Slat- 
kin.* He also has not demonstrated the 
progressive hyperpigmentation fol- 
lowed by clearing reported by Wende 
and Bauckus* and a similar case 
reported by Pegum.' The associated 
findings of melanoleukoderma, hypo- 
dontia, hypotrichosis, stunted growth, 
and mental retardation reported by 
Berlin* are not present in this case. A 
congenital reticular pigmentary ab- 
normality reported by Jost* differs 
histologically by the presence of long, 
narrow, anastomosing rete ridges not 
present in this case. Similarly, a case 
of reticular pigmentation reported by 
Flegel’ demonstrated much more in- 
continence of pigment than that 
shown by this patient. Unlike the 
patient whose case is reported here, a 
patient reported by Oakley* had ill- 
defined brownish macules concen- 
trated on the axillary folds. 

Arsenic ingestion has been asso- 
ciated with hyperpigmentation and 
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keratosis of the palms and soles. The 
hyperpigmentation that follows pro- 
longed ingestion of arsenic often 
contains small 2- to 10-mm macules of 
normal skin that have been described 
as having a “raindrop” appearance.” 
The early onset, sparing of some 
family members, and atypical pattern 
of skin pigmentation seem to rule out 
dietary arsenic as a cause of hypopig- 
mentation in this case. The papules 
also lack the atypical cells commonly 
seen in the keratotic papules caused 
by arsenic ingestion. However, arsen- 
ic levels were not obtained from the 
patient. 

Punctate keratosis of the palms and 
soles is not usually associated with 
other abnormalities, although several 
authors have debated whether or not 
some forms of palmar keratosis are 
associated with internal neoplasia.'^'* 
The benign familial condition is 
probably not as rare as we have been 
led to believe. In familial cases, the 
disorder is determined by an autosom- 
al dominant gene. The discrete pa- 
pules on the palms and soles may 
develop before the age of 10 years or 
be delayed until the sixth decade. 
Persistence throughout life is the 
usual pattern. Treatment is usually 
neither necessary nor effective. 

The G6PD deficiency was an inter- 
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esting finding and may account for 


some of the abnormal hematologic and” 


ferrokinetic studies; G6PD deficiency 
is a sex-linked condition, probably 
occurring coincidentally with the oth- 
er abnormalities in this case. The 
involvement of the patient’s mother 
seems to rule out an X-linked pigmen- 
tary abnormality, despite totally male 
involvement in the other members of 
the family. On the other hand, the lack 
of male-to-male transmission would 
support an X-linked pattern. If the 
condition were X-linked, the mother 
would then represent a symptomatic 
carrier. 

Whimster would term the pigmen- 
tary pattern exhibited by this patient 
a terrazzo, the random counterpart of 
a mosaic. An attractive but unproven 
explanation is that the patient's 
condition represents some form of 
heritable genetic mosaic wherein the 
random segregation of melanocytes 
results in the speckled pattern. 


Westwood Pharmaceuticals assumed the cost 
of reproduction of the color illustrations. 
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Multiple Palmoplantar Histiocytomas 


Tilak R. Bedi, MD; Ravinder K. Pandhi, MD; Lalit K. Bhutani, MD 


® Four patients had multiple histiocy- 
tomas involving the palms and soles; we 
describe the clinical and histologic fea- 
tures of their disorder. Multiple lesions of 
histiocytoma are rare, and their oc- 
currence on the palms or the soles has 
not been reported, to our knowledge. 
Whorled patterns of intertwining bundles 
of histiocytic cells and fibers were seen 
predominantly and most frequently on 
histologic examination. No recurrences 
were noted during a follow-up period of up 
to two years after removal of the lesions. 
They appear to be distinct from juvenile 
fibromatoses and eruptive histiocytomas. 

(Arch Dermatol 112:1001-1003, 1976) 


Mere histiocytomas are uncom- 

mon,'? and we are not aware of 
any report in the literature of these 
multiple lesions occurring on the 
palms or the soles. This prompts us to 
describe our findings in four patients 
with multiple palmoplantar histiocy- 
tomas. 


REPORT OF CASES 


Case 1.—A 12-year-old boy had multiple 
asymptomatic nodules on the palmar as- 
pects of both hands of one year's duration. 
The lesions had gradually increased in size. 
There were no systemic complaints, and 
the family history disclosed no similar 
problem. On examination there was a total 
of nine nodular lesions, six on the right 
hand and three on the left hand. Two 
lesions were located on the right palm (Fig 
1) and the rest on the proximal palmar 
aspect of the fingers of both hands, sparing 
the left ring finger. The lesions varied 
from 5 mm to 1 cm in size, were round or 
oval, firm and nontender. They were fixed 
to the overlying normal skin but moved 
freely over the underlying structures. 
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There were no lesions elsewhere on the 
body. 

Case 2.—An 8-year-old boy complained of 
multiple asymptomatic nodules on both 
hands of one year's duration. These were 
situated on the palms and the dorsa of 
proximal interphalangeal joints of both 
hands, varied from 5 to 10 mm in size, and 
were firm, round, and nontender. The 
lesions moved freely over the underlying 
structures but were adherent to the skin. 
Other body areas were free of lesions. 

Case 3.— A 36-year-old woman had nodu- 
lar lesions on the palms of three years' 
duration. The family history showed no 
similar involvement and she had no other 
complaints. Examination revealed multiple 
nodules on both palms, varying from 5 to 8 
mm in size. The lesions were firm, slightly 
tender, and adherent to the overlying 
normal skin. There were no lesions else- 
where on the body. 

Case 4.—A 9-year-old girl complained of 
nodular swellings over the palms and soles 
of two years' duration. The lesions on the 
soles produced pain from pressure on walk- 
ing. The family history showed no similar 
involvement. Examination revealed two 
nodules on each palm and one each on the 
middle portion of the soles (Fig 2). The 
lesions varied from 5 to 15 mm in size and 
were firm, round, and slightly tender. They 
were attached to the overlying normal skin 
but moved freely over the underlying 
structures. 

The physical and systemic examination 
did not reveal any abnormalities in any of 
these patients. Results of laboratory inves- 
tigations, including complete hemogram 
and determination of blood glucose, blood 
urea, serum protein, and serum cholesterol 
levels, were within normal limits. One or 
more lesions removed from each patient 
were subjected to histologic examination. 


HISTOLOGIC FINDINGS 


Excised lesions had a more or less 
uniform histologic appearance. Micro- 
scopic examination of the lesions at 
low magnification showed a poorly 
defined, nonencapsulated, nodular col- 
lection of cells throughout the depth of 
the dermis (Fig 3). The subcutaneous 


tissue was not affected by the infiltra- 
tion. The epidermis showed hyper- 
keratosis and acanthosis with a slight 
increase in the basal pigment. The 
basement membrane was intact, and 
the subepidermal zone was chiefly 
formed of compressed normal colla- 
gen. 

The dermal lesion consisted of 
intertwining bundles of histiocytic 
cells and fibers forming a whorled, 
perivascular, or fascicular pattern. 
The whorled pattern (Fig 4) was most 
common, although perivascular con- 
centric patterns (Fig 5) or fascicular 
patterns were also observed less 
frequently. Reticulum staining re- 
vealed excess amounts of reticular 
fibers surrounding the lesion as well 
as the individual cells, the collagen 
fibers, and the capillaries (Fig 6). The 
amount of fibroblastic activity was 
variable in sections from different 
lesions. Frequently, the fibrotic and 
the histiocytic areas were observed in 
the same section. Some lesions, de- 
pending on their structural pattern, 
showed a large number of dilated 
capillaries and clefts containing red 
blood cells scattered within and along 
the periphery. 

The histiocytic cells were large with 
pale, oval nuclei (Fig 4). In some areas 
the histiocytes assumed a foamy ap- 
pearance that resulted from the collec- 
tion of lipids, demonstrated in frozen 
sections stained for fat. The foamy 
change was more pronounced in older 
lesions and was localized mostly near 
the periphery of the cellular masses 
comprising the lesion (Fig 7). The 
lesions composed of foamy histiocytes 
invariably contained a large number 
of capillaries (Fig 8). Perl potassium 
ferrocyanide staining showed smali 
foci of hemosiderin in a few sections. 
Verhoeff-Van Gieson staining dis- 
closed variable amounts of young 
collagen, but elastic tissue did not 
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Fig 1.—Histiocytoma on palm (case 1). 





(hematoxylin-eosin, original magnification x 100) (case 1). 


Fig 5.—Histiocytoma showing concentrically perivascular struc- 
tural pattern (hematoxylin-eosin, original magnification x 100). 
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Fig 2.—Histiocytoma on sole (case 4). 
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Fig 3.—Hyperkeratotic and acanthotic epi- 


dermis and nodular collection of cells in 
dermis (hematoxylin-eosin x 40). 


Fig 6.—Histiocytoma showing many reticular fibers surrounding 
histiocytic cells, collagen fibers, and capillaries (Gomori retic- 
ulum stain, original magnification x 100). 


Fig 7.—Perivascularly arranged histiocytic cells with foam celis 
seen along their periphery (hematoxylin-eosin, original magnifi- 
cation x 100). 
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Fig 8.—Histiocytoma showing histiocytes, f 





oam cells, and fibroblasts with number of 


capillaries (hematoxylin-eosin, original magnification x 100). 


show any important change. Silver 


stains failed to reveal any neurofibrils 
in the lesions. 

There were no giant cells or inflam- 
matory foci, and the dermal append- 
ages were absent. 


COMMENT 


Histologie variability of fibroma- 
tous lesions has resulted in the use of 
several nosologic designations, name- 
ly, dermatofibroma, histiocytoma, nod- 
ular subepidermal fibrosis, and sele- 
rosing hemangioma. In spite of wide 
variance of opinion regarding their 
pathogenesis, all of these entities, 
with the possible exception of scle- 
rosing hemangioma, are thought to 
represent the same lesion at different 
stages of evolution.* Accordingly, they 
display certain subtle histopathologic 
differences. When the lesion is highly 
cellular and lipids and hemosiderin are 
demonstrable, the lesion is referred to 
as a histiocytoma. The less cellular and 
more fibrous type is termed dermato- 
fibroma. 

Histiocytomas are most commonly 
seen on the lower extremities in 
young adults. A large majority of 
patients have less than five lesions 
and usually one or two.‘ Rarely, histio- 
eytomas are multiple and are then 
located on the trunk and the extremi- 
ties. Of 379 patients studied by 
Niemi, there was not a single 
instance of lesions occurring on the 
palms or the soles, an experience 
shared by many other workers.** 
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The elinical diagnosis of histiocy- 
toma in our patients was confirmed 
histologically. In these cases the inter- 
esting feature is the fact that the 
lesions were located over the palms 
and the soles, a finding that has not, 
to our knowledge, been reported pre- 
viously. Histologically, the lesions 
were located throughout the depth of 
dermis but subcutis was spared. Most 
lesions showed a whorled pattern, 
although other patterns were also 
seen less frequently. Niemi has also 
reported the whorled pattern to be 
most common in her cases. The dense 
cellularity with the predominant cell 
being a spindle-shaped histiocyte, the 
excess of reticular fibers, and the 
increasing foamy change with longer 
duration of the lesion associated with 
demonstrable lipid and hemosiderin 
would favor the diagnosis of histiocy- 
toma. The fibrous component, al- 
though variable, was never increased 
to the extent observed in dermatofi- 
broma. There were no giant cells or 
inflammatory foci seen. The special 
stains for neurofibrils yielded nega- 
tive results, thus serving to distin- 
guish these lesions from neurofibro- 
mas. 

The palmar and the plantar histio- 
cytomas in the patients reported here 
appear to be both clinically and histo- 
logically distinct from various juvenile 
fibromatoses,** infantile digital fibro- 
matoses," or the recurring digital 
fibrous tumors of childhood." There 
has been no recurrence of the lesions 


in our patients following removal 
during a period varying from six 
months to two years. 

The origin of these histiocytic 
lesions is obscure. Michelson” and 
Rentiers and Montgomery” classified 
the lesions with the nodular subepi- 
dermal fibroses and proposed that 
instead of typifying a neoplastic 
growth, they represent an inflamma- 
tory proliferation of histiocytes fol- 
lowing trauma. Whether or not trau- 
ma has an etiologic role needs to be 
evaluated; however, the sites involved 


appear to support the concept of local > 7 


injury. The absence of lesions else- . 
where on the body and failure to — 


detect any other abnormality in our. vu 
patients tends to suggest that these — - 


dermal lesions differ from the gener- 
alized eruptive variety described by 
Winkelmann and Muller." 
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Subungual Keratoacanthoma 


Warren L. Macaulay, MD 


€ Subungual keratoacanthoma is a rare 
tumor with some features at variance with 
keratoacanthoma elsewhere. It is a pain- 


ful or tender lesion that shows little or no - 


tendency to spontaneous involution. The 
terminal tuft of the distal phalanx is 
destroyed by pressure erosion. Clinically, 
subungual keratoacanthoma and subun- 
. gual squamous cell carcinoma have many 
features in common. A distinction must be 


. . made histologically. 


(Arch Dermatol 112:1004-1005, 1976) 


he subungual location of kerato- 

acanthoma produces a painful, 
persistent, and destructive lesion with 
some features at variance with kera- 
toacanthoma elsewhere. These un- 
usual lesions offer a challenge in 
differential ^ diagnosis, especially 
when they occur as solitary lesions, 
and they present special therapeutic 
problems. 


REPORT OF A CASE 


A 52-year-old farmer was seen first on 
Feb 6, 1969. In October 1967, 16 months 
previously, he had experienced a crushing 
injury, from a grain door, of the distal 
portion of the left index finger. The finger- 
nail was traumatieally avulsed and, as the 
new nail appeared, infeetion developed at 
the ulnar nail margin. This was treated by 
his local physician with systemic antibiot- 
ies without relief. The nail was then 
removed, and the finger was treated with 
various antibiotie salves without relief. The 
patient saw another physician and, subse- 
quently, an orthopedic surgeon, who per- 
formed a biopsy, the results of which were 
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Fig 1.—Destructive crateriform lesion with 
keratotic excrescences under distal por- 
tion of fingernail. 


interpreted as "angiokeratoma." Subse- 
quently, the patient was referred to the 
Fargo Clinic. 

On examination, a deep crater-like 
depression that involved the distal tip of 
the left index finger and extended under 
the distal half of the nail was noted (Fig 1). 
The bed of the crater was studded with 
irregular, dry keratotic excrescences. A 
red, bulbous, slightly tender swelling 
existed on the ulnar side of the distal 
phalanx. A small amount of pus could be 
expressed from beneath the distal nail 
margin. A tiny sinus opening was present 
on the ball of the distal phalanx. This sinus 
was dry at the time of examination, but the 
patient reported that he had expressed pus 
from time to time from this opening. No 
epitrochlear or axillary nodes were palpa- 
ble. 

Clinieal impressions at this initial visit 
ineluded subungual squamous cell carci- 
noma (SCA), subungual keratoacanthoma, 
deep mycosis, and osteomyelitis with 
secondary pseudoepitheliomatous hyper- 
plasia. 

An x-ray film of the left index finger 
showed a soft tissue mass at the tip of the 
finger, with absence of the terminal tuft of 
the distal phalanx. The remaining bone 
was sharply demarcated and crescent 


shaped in its distal portion, but did not 
otherwise appear abnormal (Fig 2). To the 
roentgenologist the appearance suggested 
bone destruction by erosion, secondary to 
soft tissue pathologic abnormalities, rather 
than a primary bone lesion, 

Staphylococcus epidermidis grew from a 
culture of the purulent material from 
crevices in the crater bed. Cultures for 
fungi were negative. A biopsy specimen 
showed massive epithelial proliferation 
with much cornification (Fig 3). The 
process was eonsidered benign, and the 
histologie features were consistent with a 
diagnosis of keratoacanthoma. 

In the opinion of two orthopedic 
surgeons, the distal tip of the terminal 
phalanx was involved with osteomyelitis, 
and spontaneous healing, under such 
circumstances, could not occur. Amputa- 
tion of the distal half of the terminal 
phalanx of the finger was performed on 
Feb 13, 1969. Two days later, a painful 
cellulitis developed that involved the left 
index finger and left hand. The amputa- 
tion flaps became neerotie and a brownish- 
black watery exudate issued from the 
wound. Treatment consisted of débride- 
ment and systemie antibioties. Eventually, 
the area healed by secondary intention. 
Histologie sections of the amputation 
specimen after decalcification showed ne- 
erotic. bone and diffuse infiltration of 
marrow spaces by leukocytes. The patient 
had no further diffieulties with the finger. 
He died in June 1971, from injuries 
sustained in an automobile accident. 


COMMENT 


From caliginous beginnings, when 
subungual kerateacanthoma was un- 
recognized as such, the disease un- 
doubtedly has been included in a 
number of reports on squamous cell 
carcinoma of the fingers, through 
the eoekerows of "Erosion of Pha- 
langes by Subungual Warts” and “A 
Distinctive Destructive Digital Dis- 
ease," ^* to the daybreak of its recog- 
nition and acceptance as a clinicopath- 
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Fig 2.—Anteroposterior and lateral roentgenograms of affected finger showing erosion and distortion of terminal tuft of distal phalanx 


secondary to soft tissue mass. 





Fig 3.—Pale-staining uniform epidermal pattern with much cornification (hematoxylin- 
eosin, x 250). 


ological entity. There have been rela- 
tively few actual cases of subungual 
keratoacanthoma reported. Lamp et 
al’ presented the first three cases 
under that title. Shapiro and Baraf'" 
added four more, and Scrimenti and 
Korkos'' added one more. The scanti- 
ness of reports of keratoacanthoma 
confined to the subungual region 
suggests that this is a rare tumor. 
While chronic paronychia, cellulitis 
with possible osteomyelitis, verruca, 
melanoma, eroded chondroma, epider- 
moid cyst, and other possibilities are 
apt to be passing considerations in 
differential diagnosis, a distinction 
between SCA and subungual kerato- 
acanthoma may ultimately be neces- 
sary. Clinically, there is much overlap- 
ping. Both lesions are tender or 
painful and persistent. Both may have 
a history of originating de novo, 
following an “infection” or following 
trauma. Both most often affect either 
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the thumb or the index finger; the 
other fingers are involved less fre- 
quently. Both lesions, when first seen, 
may be of long duration, usually 
several months but occasionally a year 
or more, especially so for SCA. Subun- 
gual squamous cell carcinoma is more 
apt to involve the older age groups, 
while subungual keratoacanthoma 
oceurs more frequently in middle-age 
and younger-age groups. Subungual 
keratoacanthoma evolves rapidly in 
its early stages and soon assumes a 
tumor-like configuration; SCA devel- 
ops more slowly and insidiously, and 
its clinical appearance may not neces- 
sarily suggest a tumor. Roentgeno- 
grams of the involved finger in both 
conditions usually show destruction of 
the terminal tuft of the distal pha- 
lanx, SCA by osseous invasion and 
subungual keratoacanthoma by pres- 
sure erosion. A specific diagnosis is 
established only by adequate biopsy. 


Hyperchromatic atypical cellularity is 
characteristic of SCA, while subun- 
gual keratoacanthoma presents a 
more uniform pattern of pale-staining 
cells with much cornification. | 

Apparently SKA, unlike kerato- 
acanthoma elsewhere on the skin, 
shows little tendency to spontaneous 
healing. Conservative surgieal extir- 
pation by thorough curettage is the 
recommended treatment, and if it is 
eurative, normal bone reformation 
may ensue. However, recurrences may 
evolve. If repeat curettage or surgical 
excision fails to eradicate the lesion, 
conservative amputation may be nec- 
essary. Amputation is mandatory in 
SCA, although the procedure may be 
conservative at the distal interphalan- 
geal joint, inasmuch as the tumor is 
slow growing, only locally invasive, 
and has little or no tendency to metas- 
tasize. 
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. Rudimentary Polydactyly 





ting as a Claw 


Howard P. Baden, MD; Joseph C. Alper, MD; Loretta D. Lee, PhD 


-eA patient with a congenital claw-like 
lesion of the finger was studied to deter- 
mine the nature of the tissue. A variety of 
biochemical. techniques and histological 
examinations indicated that the lesion 
was an example of rudimentary polydac- 
tyly covered. with stratum corneum rather 
than an accessory nail. 
(Arch Dermatol 112:1006-1007, 1976) 
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Roo polydactyly is a com- 
mon variant of a supernumerary 
digit.' It is present from birth as a 
variable-shaped nodule, most com- 
monly arising from the base of the 
fifth digit on the ulna side. In most 
individuals, the defect is inherited in a 
dominant fashion and is bilateral. We 
recently have seen a patient who 
showed a claw-like structure of the 
digit that proved to be a rudimentary 
digit with a hyperkeratotie top. The 
physicochemical analyses that were 
done on the tissue to determine its 
nature illustrate the distinguishing 
features of nail and stratum cor- 
neum.? 


REPORT OF A CASE 


À 25-year-old man had a claw-like struc- 
ture (Fig 1) at the end of the fifth finger of 
the right hand since birth. Although it has 
been asymptomatic, removal was re- 
quested for cosmetic reasons. An x-ray of 
the finger prior to excision of the lesion 
showed no bony structures within the 
lesion. | 

The distal two thirds of the strueture 
was cut off with a scalpel, and this material 
was studied by several techniques. The 
remainder was fixed in formaldehyde solu- 
tion for histological examination. 

Thin slices of tissue were cut parallel to 
the long axis of the specimen and mounted 
in an x-ray diffraction microcamera. An 
x-ray diffraction pattern was obtained 
with the use of nickel-filtered copper Ka 
radiation (A = 1.54 Angstroms) at 40 kv, 
and it showed unoriented halos at 10 and 5 





A and a sharp ring at 4.15 A. This latter 
reflection could be removed by extraction 
with a mixture of chloroform and methanol 
in a volume to volume ratio of 3:1, indi- 
cating it resulted from a polar lipid.* This 
4.15-A reflection is typical of stratum 
corneum.° 

Dried samples of tissue increased in 
weight by about 150% when suspended in 
an environment of 95% humidity. The dry 
tissue lost about 10% of its weight 
following extraction with a 3:1 chloroform- 
methanol mixture. These properties are 
those described for stratum corneum.’ 

The sulfur eontent of the dried tissue 
was 1.5%, while amino acid analysis showed 
1.0 residue of half-eystine per 100 residues 
of total amino acids. The structural 
proteins were solubilized with the use of 
0.1M tris buffer, pH 10.0, containing 6M 


Fig 1.—Appearance of claw-like structure 
at end of fifth finger. 
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Fig 2.—Polyacrylamide disk electro- 


phoretic pattern of S-carboxymethy! 


proteins extracted from claw-like 
Structure (S) and nail (N). in nail 
pattern, most rapidly migrating 
band represents matrix protein and 
this is not seen in our specimen. 
Other bands result from fibrous 
proteins. 
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urea and 0.2M mercaptoethanol and the 
S-carboxymethyl derivatives prepared as 
previously described.” Disk-polyacrylamide 
(7.5%) electrophoresis: in 6M urea gave a 
pattern similar to what has been reported 
for stratum corneum but different from 
that of nail as shown in Fig 2. Fibers 
prepared from the solubilized protein did 
show an a x-ray diffraction pattern. 

Histopathological examination of the 
specimen showed a papilloma with a hyper- 
keratotic surface. 


COMMENT 


Although stratum corneum and nail 
are both keratinized tissues with 
similar helical fibrous proteins, they 
show a number of fundamental differ- 
ences. The fibrous proteins, although 
similar in configuration, have differ- 
ent eompositions as reflected in their 
electrophoretic patterns and reported 
amino acid analyses; The fibrous 
proteins of nail are imbedded in a 
cystine-rich matrix protein, which is 
not so for stratum corneum. Thus, 
nail has a sulfur content of about 4% 
and a half cystine content of 13 resi- 
dues per 100 residues, while the half 
cystine value for stratum corneum is 
about one residue per 100 residues.’ 
Furthermore, stratum corneum con- 
tains a unique interfilamentous lipid 
that can be identified by its x-ray 
diffraction pattern (4.15-A reflec- 
tion).? Stratum eorneum can absorb 
1.5 times its weight in water at 95% 
humidity, since it contains large quan- 
tities of low-molecular weight hydro- 
philic compounds.’ Nail only absorbs 


about 40% of its weight, which is what 
would be expected from its protein 
content.* 

These differences in chemical com- 


position reflect the different fune- — b 


tions of the two tissues. The extensive 
disulfide cross-links in nail provide it 
with a rigid structure, suited to its use 
as a tool. Stratum corneum serves as a 
pliable impervious membrane that 
prevents the loss of water vapor and 
other essential components from the 
body. This is reflected in its chemical 
composition, particularly the lipid con- 
tent. The studies that have been 
carried out in this patient clearly indi- 
cate that the claw-like structure was 
substantially thiekened stratum cor- 
neum rather than nail, and they have 
served to delineate the difference 
between these two tissues. - 
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Allergic Contact Dermatitis 





From TEA-Coco Hydrolyzed Protein 


. © A 21-year-old woman developed a 
. severe dermatitis of the face after using a 
proprietary skin cleanser. Patch testing 


— showed delayed hypersensitivity to TEA- 
7t. ^ Coco hydrolyzed protein (the triethano- 
-> «lamine salt of the condensation product of 
4. coconut fatty acids with a complex of 

polypeptides and amino acids derived 


from collagen), but not to other ingre- 


ae dients of the cleanser. Further patch 


testing revealed positive results with other 
condensates of fatty acids and protein 
hydrolysates. 

(Arch Dermatol 112:1008-1009, 1976) 


TTYEA-Coco hydrolyzed protein is the 

Cosmetie, Toiletry and Fragrance 
Association standard name' for the 
triethanolamine salt of the condensa- 
tion product of coconut fatty acids 
with a complex of polypeptides and 
amino acids derived from collagen. 
This compound is used as a mild 
surfactant in shampoos, mild cleans- 
ing preparations, and other cosmetics 
and toiletries. To our knowledge, this 
is the first reported case of allergic 
contact dermatitis to a fatty acid poly- 
peptide condensate. 


REPORT OF A CASE 


A 21-year-old white female university 
student used a proprietary skin cleanser 
containing a fatty acid polypeptide con- 
densate once daily for three consecutive 
days. On the third day she developed a 
pruritic area of dermatitis on the right 
cheek. Within four hours the eruption had 
extended to the chin, and within 24 hours it 
involved the entire face, at which time she 
stopped using the skin cleanser. At this 
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time she had a weeping eruption periorally 
and severe periorbital edema, and a mildly 
erythematous papular eruption developed 
on the extensor surfaces of both forearms. 
Therapy with 0.025% fluocinolone aceton- 
ide cream applied topically to the involved 
areas and 4-mg cyproheptadine hydrochlo- 
ride tablets taken orally four times daily 
afforded no relief. The following day a 
single intramuscular injection of 6 mg of 
betamethasone sodium phosphate and be- 
tamethasone acetate was administered, 
and orally administered prednisone was 
commenced at a dosage of 40 mg daily in 
divided doses. Within four hours there was 
symptomatic improvement. The dermatitis 
steadily resolved over the next two weeks, 
during which time the prednisone dosage 
was gradually decreased and then elimi- 
nated. 

Two weeks after her dermatitis had 
disappeared, she applied a moisturizing 
cream that she had used in the past without 
difficulty. Within an hour she noticed 
pruritus and erythema of facial areas on 
which the cream had been used. Over the 
next few months similar reactions were 
noted to oceur following the use of various 
moisturizing lotions and several soaps. 
Such reactions became less noticeable; she 
presently uses cold creams daily without 
any problems. Except for a few days 
during the severe episode of facial derma- 
titis, she has had no apparent intolerance 
to the application of mascara, powdered 
blush, or various perfumes. 

The patient had no previous history 
suggestive of skin disease, allergie mani- 
festations, or atopy. There was no history 
of atopy in her immediate family. Her only 
medication was an oral contraceptive that 
she had been taking for almost two years. 
Physical examination of systems other 
than the skin was unremarkable. 


PATCH TESTING 


All patch tests were performed 
using the same closed patch technique. 
The materials to be tested were 
applied to the upper part of the 
patient's back on the central gauze 
portion of lié-inch square patch-test 
plasters occluded with hypoallergenic 


surgical tape. Patches were removed 
48 hours after application, and read- 
ings were made one hour after 
removal and again 96 hours and one 
week after initial applications. Com- 
pounds for which standardized patch 
test dilutions were not known were 
tested for irritancy on four healthy 
volunteers. Only concentrations that 
were nonirritating on these subjects 
were applied to the patient. 

Patch testing was performed with 
the full-strength proprietary skin 
cleanser to which the patient attrib- 
uted her reaction. A severe vesicular 
eruption spreading several centime- 
ters beyond the area of application 
was noted. Although full-strength 
preparations of skin cleansers fre- 
quently produce irritant reactions on 
patch testing, no reactions were 
observed with the full-strength pro- 
prietary skin cleanser in either of two 
normal volunteers. 

Patch testing was then performed 
to the various ingredients of the skin 
cleanser, as supplied by the manufac- 
turer, and to a modified screening 
tray of cosmetic ingredients. The 
results of testing with the ingredients 
of the skin cleanser are shown in 
Table 1? Strongly positive reactions 
with  vesieulation that extended 
beyond the area of application were 
observed to TEA-Coco hydrolyzed pro- 
tein at aqueous concentrations of 5% 
and 50%, but no reactions were 
observed to the other components. A 
positive reaction was also observed to 
phenylmereuric acetate. No reactions 
were observed to polyethylene glycol, 
propylene glycol, wool wax alcohols, 
ethylenediamine, sorbic acid, methyl- 
paraben, propylparaben, hexachloro- 
phene, or dichlorophene. Further test- 
ing was instituted in an attempt to 
further define the actual allergenic 
component of the TEA-Coco protein 
hydrolysate by testing with a variety 
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Table 1.—Results of Patch Tests 
With Ingredients of Proprietary 
Skin Cleanser 








Patch Test 














Concentration Reading, 

ingredient and Vehicle 48 hr* 
Dextrose & 

levulose 5096 aqueous = 
Citric acid 1% aqueous — 
Caramel 1% aqueous cu 
Honey 596 aqueous = 
Fragrance 196 aqueous m 
Glycerin as is — 
TEA-Coco 

hydrolyzed 

protein 50% aqueous +4 
TEA-Coco 

hydrolyzed 

protein 5% aqueous TE 





* Grading of reactions was performed 
~ using the scale recommended by the Interna- 
tional Contact Dermatitis League Research 

Group:? negative reaction, —; doubtful reac- 
tion, ?--; weak (nonvesicular) reaction, +; 
strong (edematous or vesicular) reaction, 
+--+; extreme reaction, +++. 





of protein hydrolysate preparations. 
The results of this testing are shown 
in Table 2. No reactions were observed 
to triethanolamine, diethanolamine, 
or monoethanolamine; neither was 
there a reaction to the sodium salt of 
the protein hydrolysate or to soy or 
coconut fatty acids. There were, how- 
ever, unequivocally positive reactions 
to salts of condensation products of 
either soya (oleic) fatty acids, coconut 
fatty acids, or undecylenie acid with 
the protein hydrolysate. 


COMMENT 


Fatty acid polypeptide conjugates 
have been used for over 30 years as 
mild surfactants and conditioning 
agents in various cosmetic and toilet 
. preparations. They show little skin 

irritation in standard Draize tests. 

The protein component is obtained by 

the hydrolysis of collagen, which 

results in polypeptides with a wide 
variation in molecular weights, as well 
as in some amino acids. By controlling 
the extent of hydrolysis, the average 
molecular weight can be adjusted to 
obtain the properties desired for a 
particular formulation. The fatty acid 
attaches at the free amino group of 
the polypeptide. The final preparation 
is à complex mixture of fatty acid 
-polypeptide conjugates. The three fat- 
ty acid moieties used in the condensa- 


SM 











("Arch Dermatol—Vol 112, July 1976 






Ingredient 


Triethanolamide salt of condensation 
product of coconut fatty acids with 
protein hydrolysate from collagent 

Sodium salt of condensation product 
of coconut fatty acids with protein 
hydrolysate from collagen 

Potassium salt of condensation product 
of coconut fatty acids with protein 
hydrolysate from collagent 

Sodium salt of condensation product 
of soya (oleic) fatty acids with 

| protein hydrolysate from collagen 

Potassium salt of condensation product 
of undecylenic acid with protein 
hydrolysate from collagen 

Sodium salt of protein hydrolysate 
from collagen 

Triethanolamine 

Diethanolamine 

Monoethanolamine 

Soy oil 

Coconut oil 

















Table 2. — Patch Testing With COMPONE of TEA- Coco Deorro 
Protein and Related Materials 












Patch Test | 
Reading, 





















Concentration Vehicie 46 hr* 
5% Petrolatum 4T 
596 Petrolatum Ter 
5% Petrolatum T 
5% Petrolatum +--+ 
5% Petrolatum B m E 
5% Petrolatum — 
596 Petrolatum — 
5% Petrolatum — 
5% Petrolatum — 

As is — 
As is m 






* See footnote to Table 1 for grading of reactions. 
T TEA-Coco hydrolyzed protein. 
+ Potassium-Coco hydrolyzed protein. 


tion products to which the patient 
reacted are quite different. Undecyl- 
enic acid is an unsaturated C,, acid 
that does not occur in nature.t The 
coconut fatty acids are predominantly 
(68% to 89%) C,, to C,, saturated fatty 
acids, with 5% to 8% unsaturated C,, 
fatty acids. Thus the common denomi- 
nator for preparations giving positive 
patch test results in this patient was a 
condensation product of one or more 
of a number of fatty acids with the 
complex of polypeptides and amino 
acids derived from collagen. 

A noticable clinical feature was the 
patient’s tendency to be intolerant of 
a variety of cosmetics and soaps for 
some months after her initial severe 
dermatitis. These mild reactions were 
attributed to a heightened sensitivity 
to nonspecific irritants, such as has 
been noted following allergic reac- 
tions to other cosmetic ingredients. 
She is now able to use some similar 
preparations without ill effect. Since 
some of the cosmetics that she be- 
leved had produced such reactions 
could not be identified, it was not 
clear whether or not they had con- 
tained a fatty acid protein hydroly- 
sate, although this seemed unlikely 
under the circumstances. 

Dermatitis appeared in this patient 
within four days of her initial contact 
with a skin cleanser. This strongly 
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suggested that prior sensitization had 
taken place, although the particular 
product or circumstances could not be 
identified. TEA-Coco hydrolyzed pro- 
tein and potassium-Coco hydrolyzed 
protein are used as mild detergents, 
especially in various shampoos and 
cleansing preparations. The sodium 
salts of oleic and coco fatty acids are 
used mainly in textile applications. It 
is likely that the patient had prior 
contact with coco-hydrolyzed protein 
in these types of preparations. Inci- 
dentally, the unconjugated protein 
hydrolysate, to which this patient was 
not sensitive, is a major component of 
protein conditioners. 

In view of the relatively widespread 
use of these materials for many years 
and the apparent absence of prior 
reports of allergic reactions from 
them, allergic sensitization to the 
fatty acid hydrolyzed protein conju- 
gates would appear to be rare. 
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Mucous Membrane Involvement in 


Generalized Pustular Psoriasis 


Report of Three Cases and Review of the Literature 


Gary Wagner, MD; John R. Luckasen, MD; Robert W. Goltz, MD 


* Pustular eruptions on both skin and 
mucous membranes occur in the various 
forms of generalized pustular psoriasis. 
Three patients with generalized pustular 
psoriasis also had an eruption on the 
tongue resembling geographic tongue; 
one patient had sterile conjunctivitis. 
Histologically, the spongiform pustule of 
Kogoj is common to lesions of both skin 
and mucosa. We suggest that generalized 
pustular psoriasis be considered one of 
the mucocutaneous syndromes. 

(Arch Dermatol 112:1010-1014, 1976) 


F[Xhe simultaneous occurrence of 
A. generalized pustular psoriasis 
and mucous membrane involvement, 
most frequently in the form of 
geographie tongue (annulus migrans), 
has received attention in the English 
language literature'? only relatively 
recently. Our experience, as well as 
that of others,? indicates that simulta- 
neous eutaneous and mucosal involve- 
ment may be a frequent occurrence in 
generalized pustular psoriasis. The 
lesions of the mucous membranes are 
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important clinical signs, and the 
eoncept of generalized pustular pso- 
riasis as a mucocutaneous syndrome 
may add to our understanding not 
only of this disease but also, perhaps, 
of geographic tongue. Recently, we 
examined three patients with forms 
of generalized pustular psoriasis and 
associated mucous membrane involve- 
ment. Particularly striking were lin- 
gual lesions resembling geographie 
tongue. Advancing lesions of the 
mucosa closely resembled those of the 
skin, with respect to their configura- 
tion and pattern of migration. Histo- 
logically, the spongiform pustule of 
Kogoj was common to both skin and 
tongue. In addition, one patient mani- 
fested a sterile conjunctivitis, concur- 
rent with an exacerbation of the cuta- 
neous and oral lesions. 


REPORT OF CASES 


Case 1.— Eleven months prior to hospital- 
ization, a 75-year-old man developed a 
persistent. paronychial inflammation of the 
right thumb resembling acrodermatitis 
continua. This eruption progressed to 
involve the entire thumb, left great toe, 
and flexura] body surfaces. Burning and 
tenderness were severe. 

When the patient was admitted to the 
hospital, an extensive symmetrical erup- 
tion was present on the antecubital, axil- 
lary, inguinal, and perianal folds, as well as 
on the buttocks and flanks. There were 


multiple, discrete, 2- to 4-mm pustules on 
large macular areas of erythema, with 
secondary crusting and scaling. An intense 
edematous inflammatory process involved 
both the right thumb and left great toe. 
Fine pitting was present on several nails. 
The right thumbnail was absent; the nail of 
the left great toe was dystrophic. No scalp 
or mucous membrane lesions were noted on 
admission. Biopsy specimens of skin 
pustules showed subcorneal pustules filled 
with inflammatory cells, most of 
which were polymorphonuclear leukocytes 
(PMNs). Exocytosis of PMNs was present, 
and the spongiform character of the 
pustules was evident along the margin of 
the pustule (Fig 1). 

Bed rest, the application of wet dress- 
ings, and topical steroid therapy failed to 
halt the rapid progression to generalized 
erythroderma, with multiple small pus- 
tules. Each flare-up was accompanied by 
fever, weakness, and malaise. The white 
blood cell count rose to 29,000/cu mm, with 
more than 90% PMNs. Multiple skin and 
blood cultures were negative for patho- 
genic organisms. 

An asymptomatic eruption, indistin- 
guishable from geographic tongue, was 
noted on the dorsum of the tongue. It 
consisted of discrete and confluent de- 
nuded areas with white, slightly elevated 
margins; within hours, the margins ex- 
tended across the surface of the tongue. 
Crops of new lesions on the tongue often 
occurred concurrently or just prior to recur- 
rent eruptions of cutaneous pustules. Biop- 
sy specimens from the tongue showed focal 
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e acanthosis with exocytosis of neutrophils 


and spongiform pustule formation that 
spared the parakeratotic upper layer. 

As the eruption progressed to involve the 
scalp and face, bilateral conjunctivitis was 
noted. The eyelids were swollen, and the 
conjunctivae were injected and edematous, 
with a moderate amount of mucopurulent 
discharge. Smears of this discharge showed 
numerous PMNs without organisms; cul- 
tures were sterile. No conjunctival biopsy 
was performed. 

Frequent exacerbations and remissions 
were noted during the course of the 
disease, and topical therapy was ineffec- 
tive. Moderate control was achieved with a 
regimen of 500 mg of hydroxyurea, given 
twice daily. 


Fig 1.—Spongiform pustule in skin, show- 
ing evolution into subcorneal pustule 
(case 1). Spongiform pustules have co- 
alesced centrally; PMNs remain trapped 
by intact stratum corneum (hematoxylin- 
eosin, original magnification x 400). 


Fig 2.—Isolated and coalescent, annular and serpiginous, erythe- 
matous, macular lesions with small pustules on advancing margin 
(case 2). Note similarity in configuration to lesions on tongue in 


Fig 3. 
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Fig 3.—Dorsum of tongue, showing patchy areas of papillary 
atrophy surrounded by irregularly serpiginous, white, elevated 
advancing margin (case 2). Note similarity to cutaneous lesions in 
Fig 2. 
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Case 2.—A 48-year-old woman developed 
a generalized püstular eruption when she 
was 26 years old. It began during the last 
ten days of her second pregnancy and 
partially subsided after delivery. However, 
she continued to experience exacerbations 
both before menstrual periods and during 
the last trimester of three successive preg- 
nancies. The patient had long been aware 
of asymptomatic white patches on her 





tongue. A flare-up of her dermatosis 
occurred after a smallpox vaccination and 
necessitated hospitalization. 

At the time of her admission to the 
hospital, there was a widespread cutaneous 
eruption, characterized by small, single and 
grouped pustules and papules on an erythe- 
matous base. Grouped circular, serpigi- 
nous, and coalescing lesions with advanc- 
ing borders of small pustules were also 


Fig 4.— Submucosal accumulations of inflammatory cells in tongue (case 2). Note 
intense exocytosis of PMNs and spongiform pustule formation within epidermis (hema- 


toxylin-eosin, original magnification x 40). 


Fig 5.—Detail of spongiform pustule from center of Fig 4 (hematoxylin-eosin, original 


magnification x 250). 
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present (Fig 2). No nail involvement was 
noted. A biopsy specimen showed a spongi- 
form subcorneal pustule with subepithelial 
accumulations of PMNs. Examination of 
the dorsum of the tongue showed multiple 
circinate patches with a white, elevated 
periphery (Fig 3); no vaginal or vulval 
mucosal lesions were noted on admission. A 
wedge biopsy specimen from the tongue 
showed areas of inflammation along the 
submucosa (Fig 4). At several foci, there 
was a mild degree of acanthosis accompa- 
nied by intense exocytosis of PMNs. These 
cells percolated up through an intact basal 
cell layer, forming discrete and confluent 
foci of spongiotic degeneration within the 
prickle cell layer of the epidermis but 
notably sparing the parakeratotic superfi- 
cial layers (Fig 5). 

The patient’s course while in the hospital 
was marked by exacerbations and remis- 
sions seemingly unrelated to therapy. New 
crops of pustules continued to appear on 
the skin and tongue as others subsided. 
Dapsone, sulfapyridine, and hydroxyurea 
were ineffective in controlling the erup- 
tion. No exacerbation of the eruption was 
observed when medroxyprogesterone ace- 
tate (Provera), aspirin, or a saturated solu- 
tion of potassium iodide was given as a 
challenge. After several weeks, the cuta- 
neous eruption cleared spontaneously, with 
a coincident lessening of the oral eruption, 
although periodic flare-ups have continued 
to occur. 

Case 3.—A 22-year-old student from 
Thailand developed scaly plaques on his 
scalp and on the extensor surfaces of his 
arms and legs six months prior to hospital- 
ization. This was accompanied by mild 
arthralgia of the toes, sacroiliac joints, and 
wrists. Roentgenograms showed no abnor- 
mality. A clinical diagnosis of psoriasis 
vulgaris was made, and he was treated 
with topically applied steroids. Two 
months prior to admission, he suddenly 
developed generalized pustular psoriasis, 
associated with mild fever, weakness, and 
malaise. 

On admission, the skin on the torso, on 
the arms, and on the proximal parts of the 
thighs had numerous pustules, from 1 to 3 
mm in diameter, on an erythematous base. 
They assumed migratory annular patterns, 
with crusting and scaling. Several nails 
showed deep pits. The dorsal surface of the 
tongue had annular, sharply demarcated 
erosions with slightly elevated, white, 
migratory margins. No other mucosal 
changes were noted. 

Therapy with wet dressings and topi- 
cally applied steroids resulted in gradual 
resolution of the pustular eruption. The 
lesions on the dorsum of the tongue cleared 
somewhat but were still present at the 
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. time of the patient's diseharge from the 
Hospital. 


COMMENT 


These eases demonstrate that typi- 
cal lesions of generalized pustular 
psoriasis can involve the skin and 
mucous membranes, particularly the 
tongue. There are reports in the liter- 
ature of mucosal involvement in other 
sites as well. The photographs (Fig 2 
and 3) of the eruption on our second 
patient illustrate the remarkable simi- 
larity between the lesions on the skin 
and on the mucosa, Annular plaques 
. with rapidly advancing margins com- 
=>. bined with adjacent lesions to. form 
-. the “geographic,” arcuate, and poly- 
 €yelie patterns. These margins ad- 
vanced in a random fashion, as much 

as several millimeters in a day. 

Although scarring did not occur, on 

close examination, the skin appeared 

to be thinned in the areas showing 

central clearing. This was particularly 

evident on the tongue, where glisten- 

EG ing, erythematous patches forming 

& -the center of the advancing plaques 

< > showed loss of mucosal substance and 

atrophy of the papillae. The tongue 

lesions were identical in all three 
patients. 

The course of the mucous mem- 
brane eruption closely paralleled that 
of the skin, particularly in the first 
case. Here the eruption on the tongue 
appeared as the cutaneous eruption 
became more generalized. As the cuta- 
neous eruption remitted in each 
patient, the lesions on the tongue 
became less pronounced as well. In 
. addition to the oral lesions, a sterile 
= purulent conjunctivitis occurred in the 
first case, at a time when there was 
^^ particularly severe scalp and facial 

involvement. Clinically, the pustular 

eruption spread from the scalp to 
involve the surface of the forehead 
and face, as well as the surface of the 
palpebral conjunctivae. Only as the 

scalp and facial eruption cleared, did 

the conjunctivitis resolve. 

The clinical similarity of the disease 
on the skin and on the mucosa was 
paralleled histologically. Exocytosis of 
neutrophils, vacuolization of the epi- 
dermal cells of the malpighian layer, 

~ and formation of the unique spongi- 
. form pustules are features common to 
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both the cutaneous and mucosal 
epidermis. The papillary dermis was 
infiltrated by a polymorphous ac- 
cumulation of round cells with scat- 
tered neutrophils. The absence of a 
stratum corneum in mucosal biopsy 
specimens accounts for some of the 
histological differences between cuta- 
neous and mucosal lesions. Clinically, 
this probably accounts for the absence 
of grossly evident pustules on the 
mucosal surface. 

The spongiform pustule seen on 
both cutaneous and mucosal surfaces 
in these patients is relatively specific 
for a limited group of conditions: 
generalized pustular psoriasis, im- 
petigo herpetiformis, acrodermatitis 
continua, and Reiter syndrome.’ Re- 
cently, annulus migrans has been 
included in this group as well.’ Annu- 
lus migrans is an asymptomatic, 
superficial inflammatory condition in- 
volving the tongue and buccal mucosa. 
It is characterized by discrete, smooth, 
reddened patches with slightly raised 
white borders that change in size and 
shape during a period of several hours 
or days. The cause remains unknown, 
although a number of factors have 
been suggested, including emotional 
stress, allergy, and environmental and 
hereditary factors.*' 

Despite this unique histological sim- 
ilarity and despite several reports in 
the French and German language 
literature," cases of generalized pus- 
tular psoriasis with mucosal involve- 
ment have only recently been 
described in the English language 
literature. In 1959, Champion" de- 
scribed a case of generalized pustular 
psoriasis with a “diffuse mottled 
erythema and multiple pin-head sized 
sterile pustules” on the palate and 
pharynx. Copeman and Bold" re- 
ported a case of generalized pustular 
psoriasis with stomatitis and conjunc- 
tivitis in 1965. The extensive study of 
pustular psoriasis by Baker and 
Ryan" makes only brief reference to 
oral mucosal lesions. No photographs 
or biopsy specimens of mucosal lesions 
were presented in any of these stud- 
les. 

In a well-doeumented study, Gordon 
et al' reported a case of generalized 
pustular psoriasis in which eroded 
plaques and pustules on the inner 


surfaces of the lips and hard palate 
showed histological changes identical. 
to those seen in the skin. In two other 
cases, severe purulent but sterile 
conjunctivitis was identical to that in 
case 1 in our series. In reviewing the 
literature, Gordon et al found five — 
cases of pustular psoriasis with con- . 
junctivitis, In a more recent clinical 
study, O'Keefe et al reported three 
cases of generalized pustular psoriasis 
associated with annulus migrans.’ The 
observation by Dawson? of geographic 
tongue lesions in eight of ten consecu- 
tive patients with generalized pustu- 
lar psoriasis emphasizes the frequency 
of this relationship. 

A number of authors^''' have 
observed that identical oral mucosal | 
lesions occur in Reiter syndrome. 
Certainly, Reiter syndrome is closely 
linked to these conditions clinically 
and pathologically. The conjunctivitis 
in case 1 and in the cases reported by 
Gordon et al' is suggestive of the 
conjunctivitis of Reiter syndrome. 
Weinberger et al" described the 
urethroscopic finding in a case of 
Reiter syndrome of an isolated lesion 
on the posterior wall of the urethra 
that was not unlike the lesions of 
annulus migrans. The occurrence of 
balanitis circinata, with its clinical 
and histological similarity to annulus 
migrans, is of particular note. 

Mucosal changes in pustular psoria- 
sis lend weight to the view that 
pustular psoriasis and Reiter syn- 
drome may be variants of the same 
disease, Indeed, Lever’ has suggested 
that all of the clinical diseases charac- 
terized by the spongiform pustule of 
Kogoj represent the same disease 
process and are variants of psoriasis. 
This suggestion is intriguing in light 
of the clinical features of our patients. 
Initially, our first patient had clinical 
features of acrodermatitis continua, 
which then rapidly became general- 
ized. Our second patient had an erup- 
tion strongly suggestive of impetigo 
herpetiformis, with exacerbations 
during pregnancy and before men- 
strual periods. In addition, the clinical 
features of this eruption were identi- 
eal to the annular type of generalized 
pustular psoriasis described by Baker 
and Ryan.” Exacerbation of general- 
ized pustular psoriasis during preg- 
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-nancy has been described.'* Our third 
patient had clinieal features of psoria- 
sis vulgaris and arthralgia that ulti- 
. mately developed into an exanthemat- 
^je? form of generalized pustular 
. psoriasis. Initially, the possibility of 
.. Reiter syndrome was suggested in the 
. differential diagnosis of this patient. 
© Common to all these inflammatory 
.. eonditions of mucosal and cutaneous 
epithelium is an infiltration of the 
epidermis with neutrophils, with 
spongiform pustule formation. 
Whether these conditions are all true 
variants of the same process or 
whether they are separate entities 
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cannot be determined until the basic 
pathophysiologie processes involved 
have been elucidated. Certainly, stud- 
ies of epidermal chemotactic factors 
in these disorders are in order, as 
implied by Kingery et al" more than a 
decade ago. 

Regardless of cause, disorders in- 
volving the skin and mucous mem- 
branes have been grouped together 
under the heading “mucocutaneous 
syndromes." These are for the most 
part inflammatory conditions involv- 
ing either the epidermis or the 
dermoepidermal junction. Although 
generalized pustular psoriasis is not 
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250 mg of Gris-PEG™ (griseofulvin ultramicrosize) B i 
provides plasma levels equivalent to those obtained f i E" E 
with 500 mg of microsized griseofulvin. This factor e 


permits the oral intake of half as much griseofulvin but 


there is no evidence, at this time, that this confers any (gri seofu Vi N 


significant clinical differences in regard to safety and 
efficacy. 


The daily dosage of Gris-PEG for most fungal infections U Itra M | C roS | ze) 


is 250 mg. Gris-PEG Tablets give you the flexibility of | 
once-a-day or b.i.d. dosage. And you give the patient T bI t 12 b 
the same effectiveness at a lower cost. d e S mg 
Gris-PEG is available as 125 mg tablets. from DORSEY LABORATORIES 
Division of Sandoz, Inc. 


For complete prescribing information, 
` see following page. 


Gris- PEG 


griseofulvin 


ultramicrosize) Tablets 


125 mg 


The 1/2 dose griseofulvin. 


DESCRIPTION 


Griseofulvin is an antibiotic derived 
from a species of Penicillium. 


Gris-PEG is an ultramicrocrystalline 
solid-state dispersion of griseofuivin 
in polyethylene glycol 6000. 


Gris-PEG tablets differ from griseo- 
fulvin (microsize) tablets USP in that 
each tabiet contains 125 mg of uitra- 
microsize griseofulvin biologically 
equivalent to 250 mg of microsize 
griseofulvin. 


ACTION 


Microbiology: Griseofulvin is fungi- 
static with in vitro activity against vari- 
ous species of Microsporum, Epider- 
mophyton and Trichophyton. it has 
no effect on bacteria or other genera 
of fungi. 


Human Pharmacology: The peak plas- 
ma level found in fasting adults given 
0.259 of Gris-PEG occurs at about 
four hours and ranges between 0.37 
to 1.6 mcg/mli. 


Comparable studies with microsize 
griseofulvin indicated that the peak 
plasma level found in fasting adults 
given 0.5 g occurs at about four 
hours and ranges between 0.44 to 1.2 
meg mh. 


Thus. the efficiency of gastrointestinal 
absorption of the ultramicrocrystalline 
formulation of Gris-PEG is approxi- 
mately twice that of conventional 
microsized griseofulvin. This factor 
permits the oral intake of haif as much 
griseofulvin per tablet but there is no 
evidence, at this time, that this confers 
any significant clinical differences in 
regard to safety and efficacy. 


Griseofulvin is deposited in the keratin 
precursor cells and has a greater affin- 
ity for diseased tissue. The drug is 
tightly bound to the new keratin which 
becomes highly resistant to fungal 
invasions. 


INDICATIONS 


Gris-PEG (griseofulvin ultramicrosize) 
is indicated for the treatment of the 
following ringworm infections: 


Tinea corporis (ringworm of the body) 
Tinea pedis (athlete's foot) 

Tinea cruris (ringworm of the thigh) 
Tinea barbae (barber's itch) 

Tinea capitis (ringworm of the scaip) 
Tinea unguium (onychomycosis: ring- 
worm of the nails) 


when caused by one or more of the 
following genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton sulphureum 
Trichophyton schoenleini 
Microsporum audouini 
Microsporum canis 
Microsporum gypseum 
Epidermophyton floccosum 


NOTE: Prior to therapy, the type of 
fungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which will 
respond to topical agents alone. 


Griseofulvin is not effective in the fol- 
lowing: 

Bacterial infections 
Candidiasis (Moniliasis) 
Histoplasmosis 

Actinomycosis 

Sporotrichosis 
Chromobiastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis) 
Tinea versicolor 

Nocardiosis 


CONTRAINDICATIONS 


This drug is contraindicated in pa- 
tients with porphyria. hepatocellular 
failure, and in individuals with a his- 
tory of sensitivity to griseofulvin. 


WARNINGS 


Prophylactic Usage: Safety and Effi- 
cacy of Griseofulvin for Prophylaxis of 
Fungal Infections Has Not Been Estab- 
lished. 


Animal Toxicology: Chronic feeding of 
griseofulvin. at levels ranging from 
0.5-2.5% of the diet. resuited in the 
development of liver tumors in several 
strains of mice, particularly in males. 
Smaller particle sizes result in an en- 
hanced effect. Lower oral dosage lev- 
eis have not been tested. Subcutane- 
ous administration of relatively small 
doses of griseofulvin. once a week. 
during the first three weeks of life has 
aiso been reported to induce hepato- 
mata in mice. Although studies in other 
animal species have not yielded evi- 
dence of tumorogenicity. these studies 
were not of adequate design to form 
a basis for conclusions in this regard. 


in subacute toxicity studies. oraily ad- 
ministered griseofuivin produced 
hepatocellular necrosis in mice, but 
this has not been seen in other spe- 
cies. Disturbances in porphyrin metab- 
olism have been reported in griseoful- 
vin treated laboratory animals. Griseo- 
fulvin has been reported to have a 
coichicine-like effect on mitosis and 
cocarcinogenicity with methylcholan- 
threne in cutaneous tumor induction 
in laboratory animais. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: it has 
been reported in the literatura that 
griseofuivin was found to be embryo- 
toxic and teratogenic on oral adminis- 
tration to pregnant rats. Pups with 
abnormalities have been reported in 
the litters of a few bitches treated with 
griseofulvin. Additiona! animal repro- 
duction studies are in progress. 


Suppression of spermatogenesis has 
been reported to occur in rats. but in- 
vestigation in man failed to confirm 
this. 





PRECAUTIONS 


Patients on prolonged therapy with 
any potent medication should be 
under close observation. Periodic 
monitoring of organ system function, 
including renal, hepatic and hema- 
topoietic, shouid be done. 


Since griseofulvin is derived from spe- 
cies of penicillin, the possibility of 
cross sensitivity with penicillin exists; 
however, known penicillin-sensitive 
patients have been treated without 
difficulty. 


Since a photosensitivity reaction is oc- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
Sitivity reaction occur. lupus erythe- 
matosus may be aggravated. 


Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage adjust- 
ment of the anticoagulant during and 
after griseofulvin therapy. 


Barbiturates usually depress griseo- 
fulvin activity and concomitant admin- 
istration may require a dosage adjust- 
ment of the antifungal agent. 


ADVERSE REACTIONS 


When adverse reactions occur, they 
are most commonly of the hypersensi- 
tivity type such as skin rashes, urti- 
caria, and rarely. angioneurotic edema, 
and may necessitate withdrawal of 
therapy and appropriate countermea- 
Sures.Paresthesias of the hands and 
feet have been reported rarely after 
extended therapy. Other side effects 
reported occasionally are oral thrush. 
nausea, vomiting. epigastric distress. 
diarrhea, headache. fatigue. dizziness. 
insomnia, mental confusion and im- 
pairment of performance of routine 
activities. 


Proteinuria and leukopenia have been 
reported rarely. Administration of the 
drug should be discontinued if granu- 
locytopenia occurs. 


When rare. serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages. long pe- 
riods of therapy, or both. 


DOSAGE AND ADMINISTRATION 


Accurate diagnosis of the infecting 
organism is essential. Identification 
should be made either by direct micro- 
scopic examination of a mounting of 
infected tissue in a solution of potas- 
sium hydroxide or by culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
clinical or laboratory examination. 
Representative treatment periods are 
— tinea capitis, 4 to 6 weeks, tinea cor- 
poris, 2 to 4 weeks: tinea pedis, 4 to 8 
weeks, tinea unguium — depending on 
rate of growth — fingernails, at least 4 
months; toenails. at least 6 months. 


General measures in regard to hygiene 
should be observed to control sources 


of infection or reinfection. Concomi- 
tant use of appropriate topical agents 
is usually required particularly in treat- 
ment of tinea pedis. In some forms of 
athlete's foot, yeasts and bacteria may 
be involved as well as fungi. Griseo- 
fuivin will not eradicate the bacterial 
or monilial infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofuivin ultramicrosize) is 
biologically equivalent to 500 mg of 
griseofulvin microsized, USP (see 
ACTION Human Pharmacology). 


Adults: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinea cruris 
and tinea capitis. One 125 mg tablet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungus infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium. a divided daily dose of 
500 mg is recommended. in all cases. 
the dosage should be individualized. 


Children: Approximately 5 mg per kilo- 
gram (2.5 mg per pound) of body 
weight per day is an effective dose for 
most children. On this basis, the fol- 
iowing dosage schedule for children 
is suggested: 


Children weighing over 25 kilograms 
(approximately 50 pounds)- 125 mg 
to 250 mg daily. 


Children weighing 15-25 kilograms 
(approximately 30- 50 pounds) - 62.5 
mg to 125 mg daily. 


Children 2 years of age and younger — 
dosage has not been established. 


Dosage should be individualized. as is X 


done for adults. Clinical experience 
with griseofulvin in children with tinea 
capitis indicates that a single daily 
dose is effective. Clinical relapse will 
occur if the medication is not contin- 
ued until the infecting organism is 
eradicated. 


CAUTION 
Federal law prohibits dispensing with- 
out prescription, 


HOW SUPPLIED 


Gris-PEG (griseofulvin uitramicrosize) 
Tabiets differ from griseofulvin (micro- 
size) tablets USP in that each tablet 
contains 125 mg of ultramicrosize 
griseofulvin biologically equivalent to 
250 mg of microsized griseofulvin. Two 
125 mg tablets of Gris-PEG are bio- 
logically equivalent to 500 mg of micro- 
sized griseofulvin. In bottles of 100 
scored tablets. 
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Cosmetics and the FDA 


Part 2 of a three-part series prepared for the American 
Academy of Dermatology by Heinz J. Eiermann, Director 
— of thé Division of Cosmetics of the Food and Drug Admin- 
istration. Educated in Germany, Switzerland, and the 
United States, with an MS equivalent in pharmacy and an 
MBA degree, Mr Eiermann was formerly associated for 19 
years with the Schulton Division of American Cyanamid 
Company as a cosmetic chemist, vice president, and 

_ director of research manufacturing coordination of Schul- 
ton's International Division. He was also vice president of 
research for Schulton's Domestic Division. 





The Division of Cosmetics Technology: 
Organization and Function 







The Division of Cosmeties Technology is an organiza- 
.. tional subdivision of the Food and Drug Administration's 
"Bureau of Foods. It is the agency's principal source of 
< advice on matters of cosmetic science and technology and 
^. dts foremost arbiter of activities directed to assure that 
cosmetic products are safe, truthfully and informatively 
labeled, and truthfully packaged. The statutory authority 
to regulate the safety and labeling of cosmetics is vested in 
the agency by virtue of the Federal Food, Drug and 
Cosmetic Act. 

The agency’s various cosmetic-related efforts comprise 
the so-called cosmetic program. The program includes the 
activities of the Division of Cosmetics Technology and 
those of other organizational units. Current program 
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expenditures total $2.5 million, or about 1% of the agency's 
general budget. Approximately $500,000 is allocated for 
research carried out under contract at academic institu- 
tions. Manpower resources total 81, of which 28 profes- 
sionals and administrative-support personnel encompass 
the divisional staff. | 

The activities of the Division of Cosmeties Technology 
represent a substantial portion of the cosmetie program. 
The division is headed by a director, who is also manager of- 
the program. He is assisted by a deputy director and a 
medical officer as members of his immediate staff. The 
two branches of the division, the Registration and Produet 
Experience Branch and the Product Composition Branch, 
are supervised by branch chiefs. 

The Division of Cosmeties Technology evaluates and 
processes consumer complaints of cosmetic-related inju- 
ries; maintains registries of voluntarily submitted infor- 
mation on cosmetic manufacturing establishments, formu- | 
lations and adverse reactions; develops analytical methods 
and performs chemical analyses for the determination of 
hazardous ingredients in cosmetics; initiates requests for 
field inspections of cosmetic manufacturers and their 
products; prepares cosmetic regulations; and provides 
industry and consumer assistance and education on 
matters concerning safety, sanitary manufacturing, label- 
ing and other regulatory aspects. Other divisions assist the 
Division of Cosmetics Technology by providing toxicologi- 
eal, microbiological, and data-processing support. 

In addition, the cosmetic program includes a series of 
health-hazard research studies involving the inhalation 
toxicity of aerosol propellants and inhaled cosmetic 
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. substances, the clinical importance of microbial contamina- 


tion of eye cosmeties and its prevention, human and animal 
dermal toxicity of cosmetic substances, and the mutagenic- 
ity and carcinogenicity of hair dyes. 

The Registration and Product Experience Branch evalu- 
ates consumer complaints of adverse reactions to cosmetics 
in order to identify potential health hazards, and reviews 
and edits for data processing the registrations of cosmetic 
manufacturing establishments, product formulations, raw 
materials, and eonsumer adverse reactions that the 
industry provides voluntarily. 

The agency receives about 600 cosmetic-related consum- 
er injury complaints per year, and the computer data banks 
eontain approximately 850 plant registrations, 18,000 
formulations, 2,300 raw material compositions, and, for 
1974, nearly 5,300 reports of adverse reactions. This infor- 
mation is reviewed and correlated to determine products 
and product eategories with high rates of injury and to 
identify hazardous formulations or ingredients. Other data 
supporting this endeavor are obtained through the 
National Electronic Injury Surveillance System (NEISS) 
and from consumer surveys. The NEISS data reflect 
injuries treated at hospital emergency rooms. 

A prominent example of a consumer survey is the 
recently completed study of Consumers’ Perceptions of 
Adverse Reactions to Cosmetics, which involved 10,000 
households and was carried out in cooperation with the 
American Academy of Dermatology. 
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The Product Composition Branch develops analytical = 
methods for the determination of potentially harntful 
ingredients in cosmetics and analyzes for these ingredients 
the products forwarded by consumers or the samples 
collected by inspectors during inspection of cosmetie manu- 
faeturing establishments. Mercury perservatives, hexa- 
chlorophene, brominated salicylanilides, and vinyl chloride 
are typical examples of ingredients for which the branch 
developed analytical test procedures and conducted anal- 
yses. 

Although the activities of the cosmetic program concern 
primarily consumer safety, the enforcement of truthful 
and informative labeling is not being neglected. Cosmetic 
products are carefully reviewed to assure that label infor- 
mation is in compliance with current regulations and that 
statements are truthful and not misleading. In many 
instances, the agency works with cosmetic manufacturers 
on specific labeling questions and recommends appropriate 
warnings to inform consumers about the consequences of 
unintentional or willful misuse. Future activities will 
concentrate on compliance with cosmetic ingredient label- 
ing requirements. 

Further information about the Division of Cosmeties 
Technology and its activities can be obtained by writing to 
the Director, Division of Cosmetics Technology, Food and 
Drug Administration, 200 C St SW, Washington, DC 
20204. 





Clinical study (copy on request) proves safety and efficacy of laity self-use electrolysis. Study shows chin and 
even axilla can be self-treated. effectively through use of mirror. This permanent hair remover features the only 
patented self-correcting needle in existence. Battery operated instrument sterilizes itself when current flows. No- 


puncture safety feature also helps prevent infection. 


Thousands of units sold to physicians for such varied application as removal of inverted eyelashes to cosmetic 


use, 
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For jock itch 
and athlete's foot 


 Tinactin Cream 


Begins fo relieve itching, burning within 
24 hours 
e Actually kills most skin ringworm fungi 























Also available in Powder d Powder Aerosol fo fie prevent a sfootreinfection. — Oe 





VECTRIN Capsules, 100 mg 

{minocycline HCi capsules, USP} 
Briet Summary of Prescribing Information 
Indicated n severe acne as ad o therapy 
E : : piee prescribing infarmatian 
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headedness, dizziness. vertigo) have been reported, 
"may disappear during therapy, and always disappear 


rapidly when drug is discontinued Caution patients who 


experience these symptoms about drying vehicies 
or using hazardous machinery while faking this drug 
Pregnancy: in animai studies, tetracyclines cross 
the placenta, are found in fetal Gssues. and can have 
toxic effects on the developing fetus (often reiated 
G retardation of skeletal development). Embryotcoicity 
; been noted in animals treated early in pregnancy 
The safety of minocycline HCI for use during 
pregnancy has not been established. Newborns, 
infants, and children: Aji tetracyciines form a stable 
calc vam complex in any Done- forming tissue 3 
Prematures, given oral doses of 25 mg kg every six 
hours, demonstrated a decrease in fibula growth rate. 
reversible when drug was discontinued Tetracycunes 
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E. Letters to the Editor 







Histocompatibility (HL-A) Antigens 
and Psoriasis 


To the Editor.-In their well-con- 
trolled study demonstrating the in- 
creased frequency of histocompatibili- 
ty (HL-A) antigens W16 and W17 in 
patients with psoriasis, Krulig et al 
(Arch Dermatol 111:857, 1975) made 
the statement: “The increased fre- 
quency of the W16 and the W17 anti- 
gens in patients (with psoriasis) 
suggests that persons possessing 
these antigens are at an increased risk 
of psoriasis.” Although it is of interest 
that these antigens were more com- 
mon in psoriatics, it does not neces- 
sarily follow that the prevalence of 
psoriasis among persons possessing 
W16 and W17 antigens is increased. 
We can only regard their “sugges- 
tion” as an intriguing hypothesis and 
must await a study of populations 
possessing W16 and W17 antigens. 
Specifically, their report does not 
warrant telling a concerned person 
who possesses W16 and W17 antigens 
that he has an increased risk of devel- 
oping clinical psoriasis. 

RESIDENTS’ JOURNAL CLUB 

Miami 


In Reply.—The association between 
disease and a genetic marker may be 
expressed either in terms of the 
antigen frequency in the patient, as 
compared to that in control groups, or 
as the relative risk. Svejgaard et al 
have defined the latter form of 
expression as an indication of “how 
many times more frequent the disease 
is in persons carrying the antigen as 
compared to individuals lacking the 
antigen” (Tissue Antigens 4:95, 1974). 
According to Svejgaard et al, relative 
risk calculations from previously pub- 
lished data show, for example, that 
psoriasis is approximately five times 
more frequent in persons possessing 
the HLA-B17 antigen than in persons 
lacking that antigen. Despite the 
increased relative risk, it is also clear 
that there is not a one-to-one associa- 
tion and that most people, either with 
or without HLA-B17 antigen, do not 
have psoriasis. | 

We therefore believe that, although 
it is valid to state that a B17- (or a 
BW16-) positive person has an in- 
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ereased risk of developing psoriasis, 
the relatively low frequency (0.1% to 
3.0%) of that disease does not pres- 
ently warrant HLA-typing unrelated 
asymptomatic persons solely for the 
purpose of estimating the probability 
of development of psoriasis. - 
F, CARL GRUMET, MD 
LEOPOLDO KRULIG, MD 
EUGENE M. FARBER, MD 
Rose O. PAYNE, PHD 
Palo Alto, Calif 


Neurological Symptoms in 
Scleroderma 


To the Editor.—Progressive systemic 
scleroderma is a generalized disease, 
but, in contrast with other collagenous 
diseases, it rarely involves the nervous 
system. Definite primary involvement 
has never been reported, to our knowl- 
edge. Most previously reported cases 
have been associated with nonspecific 
neurological symptoms secondary to 
hypertension or to uremia caused by 
sclerodermic involvement of the heart, 
lungs, or kidneys.’ 

We report a case in which subacute 
combined degeneration following vi- 
tamin B,, deficiency caused by scle- 
rodermic involvement of the small 
intestine could be an explanation for 
the neurological symptoms in sclero- 
derma. 


Report of a Case.—A 69-year-old woman 
with a history of crural skin changes and 
fever attacks of ten years’ duration was 
admitted to the hospital in 1966 with a 
spastic paraparesis. On the lower part of 
the legs the epidermis was smooth, shiny, 
and atrophic, the dermis was sclerotic, and 
muscular atrophy was found. A skin biopsy 
specimen and laboratory studies confirmed 
the diagnosis of scleroderma. The bone 
marrow showed sideropenia and megalo- 
blastic anemia. The neurological symptoms 
could not be explained. 

From 1966 on, the patient entered the 
hospital several times with pneumonia and 
left-sided heart failure. In 1970 she devel- 
oped gastrointestinal symptoms including 
vomiting, diarrhea, and abdominal pains. 
In 1971, after corticosteroid therapy was 
stopped, all of her symptoms returned. Two 
years later the patient returned to the 
hospital in very bad condition. Her symp- 
toms rapidly became aggravated, and in a 
few days she died. 

Autopsy showed that the cause of death 
was left-sided heart failure. Macroscopic 





examination showed sclerodermic changes 
and muscular atrophy of the lower part of 
the legs. There were no macroscopic scle- 
rodermic changes in any other organ. The 
brain showed slight cortical atrophy but no 
changes in the cerebellum or the spinal 
cord, 

Microscopy showed increased fibrosis of 
the submucosa and the muscular layers in 
all parts of the gastrointestinal tract. Lipo- 
fuscin pigment had accumulated in the 
muscle cells of the small intestine. Sections 
from skin and muscles showed only scanty 
inflammation. The epidermis was atrophic. 
In the skeletal muscles, irregular replace- 
ment of muscle fibers by collagen fibers 
were seen. 

A section from the central nervous 
system showed only stasis and normal 
changes due to aging. However, micros- 
copy of the spinal cord showed subacute 
combined degeneration of the kind that 
may sometimes be seen in patients with 
pernicious anemia. Considerable demyeli- 
nation was seen in the dorsal columns and, 
to a minor degree, in the dorsal part of the 
lateral columns. The changes were localized 
in round areas, and in these same areas 
there was a slight gliosis. The fasicles of 
the cauda equina showed a few cells typi- 
cally symptomatic of nonspecific inflam- 
mation as well as pronounced fibrosis. 
Staining was irregular in the myelin 
sheaths; in some of them, a number of 
fusiform swellings was visible. 


Comment.—The small intestine is 
involved in 50% of the patients with 


. the cutaneous manifestations of scle- 


roderma. General malabsorption 
seems to occur late in the course of the 
disease with no correlation to the 
severity of the skin lesions. Fibrosis of 
the intestinal wall leads to diminished 
peristalsis with secondary stasis, ab- 
normal bacterial flora, and malabsorp- 
tion.” Neurological manifestations 
caused by gastrointestinal sclero- 
derma have been described in one 
patient; attacks of carpopedal spasms 
were manifestations of malabsorption 
of calcium.’ 

In the case of our patient, a long- 
standing history of scleroderma led to 
the affection of the small intestine 
with malabsorption of vitamin B,. 
Microscopy of the small intestine 
showed increased fibrosis of the wall, 
as well as pigmentation of the muscu- 
lar layer, which is thought to be a sign 
of malabsorption.’ Eight years before 
our patient’s death, an examination of 
the bone marrow showed megalo- 
blastie anemia. Unfortunately, this 
examination was not repeated. Both 


Letters to the Editor 


* 












have 
amounts of hexachlorophene encoun- 
 tered in normal use of this product are 
not in the same range. | 





the spastic paraparesis and the post- 


«mortem examination of the spinal 


cord, whieh had shown changes of 
subacute combined degeneration, led 
us to consider the neurological symp- 
toms as being caused by sclerodermic 
involvement of the small intestine 
with secondary deficiency of vitamin 
B,.. 

BETH BJERREGAARD, MD 

Knup H@scaarp, MD 

Copenhagen 
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In Support 
of Hexachlorophene 


To the Editor.—This letter is in 
response to the report by Dr Catalano, 
"Hexaehlorophene-Not a Cry of 
Wolf," that appeared in the ARCHIVES 
(111:250-251, 1975). In Catalano's eom- 


 munication, an obviously biased ap- 


proaeh toward the toxicity of hexa- 
chlorephene was taken. We do not 
recommend the unlimited use of 
hexachlorophene-containing produets, 
and the label of pHisoHex imposes 
limitations on its uses. We must object 
to some of Dr Catalano's statements. 

Initially, he notes that hexachloro- 
phene is a dangerous substance. While 
in oral or intravenous administration, 
sufficient doses of hexachlorophene 
produced untoward effects, 


In the second column of his article, 
Dr Catalano alludes to a study of 
monkeys bathed with pHisoHex. Mon- 
key skin is quite different from 
human skin, in that it is thinner and 
more fragile. The infant monkeys 
weighed about 300 gm, approximately 
one tenth the weight of the human 
term infant. The infant monkey's skin 
surface area-body weight ratio is in 
excess of the ratio in human infants. 
The mean monkey blood levels in the 


Study referred to were five to ten 
.. times the mean values of published 
. human infant studies. It should also 
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be noted that the monkey studies 
were not performed by Lockhart, but 
were performed by Kennedy et al, at 
the request of Winthrop Laborato 
ries. | 

Dr Catalano's allusion to the use of 
hexachlorophene as a positive control 
does not mention the fact that large 
doses of hexachlorophene have to be 
administered to produce this effect. 
He next mentions work by Larson‘ in 
a group of burn patients. He notes 
that Larson described elevated serum 
levels of hexachlorophene and convul- 
sions in burn patients. The blood 
levels, as reported by Larson, were 
inaccurate because of inappropriate 
and inadequate methods, as noted by 
Lockhart.' It appears likely that the 
methods were not those now used for 
the quantitative determination of 
hexachlorophene levels. More accurate 
methods have since been developed.’ 
It has also been shown that the symp- 
toms described by Larson have been 
seen in patients without hexachloro- 
phene baths and have been described 
as "burn encephalopathy." These were 
reported long before hexachlorophene 
preparations were commercially avail- 
able. 

The next paragraph discusses a 
report by Dr Mullock’ from the Armed 
Forces Institute of Pathology. She 
described six patients exposed to 3% 
hexachlorophene preparations. Two 
were patients who accidentally in- 
gested large amounts of the sub- 
stance, two were treated with 39 
hexaehlorophene washes for burns, 
and two were treated for severe 
congenital ichthyosis. The amount of 
the product used for the washes was 
not given, and the manner of use for 
one patient was not determined. She 
also notes in her article that the 
central nervous system findings in 
these patients were not specific. 

The article by Powell et al’ related 
to premature infants weighing less 
than 1,400 gm who received multiple 
baths. All these infants were of low 
birth weight and had multiple patho- 
physiologie conditions, including hy- 
perbilirubinemia. All had dermal 
rashes or wounds. All had respiratory 
difficulties of independent origin. 

In the discussion of the “eatastroph- 
ic” event in France, a taleum powder 
contaminated with 6.695 hexachloro- 
phene was used and placed under 
diapers on excoriations and rashes. In 
these cases, when the diaper became 
wet, a substantial increase in absorp- 
tion of hexachlorophene would occur. 


The material, of course, was not . 
rinsed off, since it was used as a 
powder. This is a clear misuse of a 
contaminated product in a completely 
different carrier system. m 

On the second page of Dr Catalano's - 
article, he describes a study by Kopel- 
man.” In this study, one infant out of 
five of low birth weight had a high 
blood level of hexachlorophene, and 
the mean blood level in all his infants 
was 0.482ug/ml. Again, it should be 
emphasized that these were low-birth- 
weight infants, and that a different 
product was used in this study than in 
the other studies. 

Near the end of the article, Catala- 
no alludes to a study of blood levels 
after surgical handwashing by nurses 
and doctors.'^ Other studies done for 
the Food and Drug Administration 
with the use of 3% hexachlorophene 
solutions for handwashing show levels 
somewhat lower than described in this 
article and are nowhere near levels 
that might be considered potentially 
toxic. One study in which handwash- 
ing was carried out four times a day 
for 28 days showed a mean blood 
hexachlorophene level of 0.07ug/ml of 
blood. Another study in which the 
hands and face were washed showed a 
mean  hexachlorophene level of 
0.22ug/ml. Mean blood levels of hex- 
achlorophene in carefully controlled 
studies where pHisoHex was used for 
handwashing four times per day for 
21 days were 0.2ug /ml. 

In conclusion, it is our opinion that 
the presentation by Dr Catalano is an 
exaggeration of the scientific data 
that are presently available. 

GEORGE WARREN McCanL, MD, MPH 
Winthrop Laboratories 
New York 
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— 0C In Reply.—It was kind of Dr McCarl to 
read my efforts with such meticulous 
scrutiny. I will endeavor to respond to 
his well-thought-out criticisms. 

The first comment that MeCarl 
makes is that the article was “ob- 
viously biased.” Indeed, I have many 
shortcomings, and, although I have 
never previously been accused of bias 
in favor of a result that turned out to 
. be pro-FDA, this certainly should be 
considered thoughtfully. On rereading 
my original manuscript, I see that I 
have used such descriptive terms as 
“fiasco” and “debacle” to describe 
FDA machinations in other areas. I 
realize now that perhaps I have been 
overly subtle and veiled, and I shall 
strive to be more lucid in the future. It 
may be that Dr McCarl is able to speak 
from a less-biased vantage point than 
I. If so, I will humbly submit to his 
casting the first stone. 

I wholeheartedly agree that oral or 
intravenous administration of hexa- 
chlorophene (or most any substance 
for that matter) produces levels that 
are above the range encountered with 
topical use. I must gently submit, 
however, that this is less germane 
than the issue of whether untoward 
effects are produced with the lower 
range. 

The argument that monkey skin (or 
any animal skin) is different than 
human skin is new and innovative. It 
merits careful attention. The mean 
monkey plasma levels in the study 
under consideration were 3.lug/ml at 
one week and 2.3ug/ml at 90 days, 
which is equivalent to blood levels of 
l.5yg/ml, respectively. 

Turning now to one of Dr MeCarl's 
references, we find that the average 
hexachlorophene blood levels were 
0.475 ppm. (Actually, this was re- 
ported as micrograms per gram, which 
introduced a 6% error attributable to 
the specific gravity of blood.* To avoid 
appearing unnecessarily contentious, 
I will not point out in which direction 
this error works.) It should be noted 
that, in these premature human 
infants, the range was 0 to 1.6 ppm. Dr 
McCarl is quite right in stating that 
the mean monkey blood levels in the 
study referred to were higher than 
those of the mean human infant stud- 
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ies. This is indeed grand for the 
"mean" infant. Alas, consider the 
plight of the infant who had the poor 
taste to choose the 1.6-ppm blood level 
and ensconce himself on the end of the 
bell-shaped curve. Well, let's discard 
that infant and proceed to the next 
argument. 

Dr MeCarl objects to the comments 
made with respect to the use of 
hexachlorophene as a positive control 
in the search for germicidal alterna- 
tives.' In this study, mice were fed 
hexachlorophene, one part per thou- 
sand, in their laboratory chow, in 
comparison with a group of mice 
eating chow that contained two parts 
per thousand of bithionol. The hexa- 
chlorophene-fed mice developed 
weight loss, lethargy, and hind-limb 
paresis, along with striking spongi- 
form changes in the brain. These are 
relatively large doses, and one must 


-concede that these were pretty tough 


mice. Humans are pretty tough also. 
It may take as much as 3.5 to 4.5 gm of 
hexachlorophene to kill a 6-year-old 
child? whereas less than half a gram is 
enough to kill a 11.5-kg dog.* Lest I 
appear to be evading the "large doses" 
eritieisms, permit me to quote from 
the monkey scrubbing study’: 


Each monkey was washed twice on the 
first day of the study and once daily there- 
after for a total of 90 days. Washing was 
accomplished by applying measured 5 ml of 
material to the interscapular area, followed 
by thorough lathering with water and 
scrubbing. No cloths or brushes were used, 
only the gloved hand of the attendant. This 
was followed by a thorough rinse in 
flowing tap water and by gentle drying 
another 5 to 10 minutes. The infant 
monkeys (who do not lick their skin) were 
separated from their mothers. 


If this be "large doses," then make the 
most of it! 

It is true that the methods used by 
Larson were inaccurate. In my modest 
effort, I simply purported to show 
that levels of hexachlorophene were 
detectable in the blood. My basic 
assumption, which, of course, is sub- 
ject to refutation, is that the normal 
human blood level of hexachlorophene 
is zero. If one assumes this, I think one 
ean say the work by Larson, while 
certainly not conclusive, must give 
pause to anyone who wishes to apply 
hexachlorophene to burn patients. It 
is begging the question, however, to 
attribute the hexachlorophene dam- 
age to "burn encephalopathy." Blind 
studies of human infant brains (no 
burns involved) at autopsy show à 


signifieant statistical association be- 
tween hexachlorophene use and vac; 
uolar encephalopathy of the brain 
stem reticular formation.’ 

The article by Mullock* really should 
not be dismissed in quite so cavalier a 
fashion. Dr MeCarl mentions the two 
patients who accidentally ingested 
large amounts of hexachlorophene 
and died. I did not mean to use them 
in furthering my point, and, indeed, I 
carefully avoided listing them in the 
human fatility total mentioned in my 
article. The key issue in death, there- 
fore, is that which is associated with 
topieal use. These four deaths were 
associated with hexachlorophene use 
on abnormal (iehthyosis and burn) 
skin. Perhaps it is overly bold, but 
may I conclude that Dr MeCarl is 
willing to concede that hexachloro- 
phene must therefore not be used on 
any abnormal skin? Obviously, the 
patients with skin disease washed 
with hexachlorophene are clearly at 
very serious risk. 

Dr McCarl wishes to dismiss the 

article by Powell et al." Let us take a 
closer look at the article. The tech- 
nique of scrubbing of the infants was 
as follows: 
Two millileters of pHisoHex was dropped 
onto a moistened ball of cotton wool; this 
was applied initially to the periumbilieal 
region and from there spread with a moist 
cotton ball to all other regions of the body, 
except the face. 


The seven case reports that were 
detailed showed that the infants were 
washed once a day, one infant being 
washed as few as four times and 
another being washed as many as 19 
times. The changes found at autopsy 
were those typically associated with 
hexachlorophene exposure. It is cer- 
tainly true that such massive cuta- 
neous abnormalities as "monilial skin 
rash, dry skin rash, perineal skin rash, 
lumbar puncture, abdominal taps,” 
and the like were present. Should we 
now add a needle break in the skin to 
the list of contraindications for hex- 
achlorophene use? 

The French episode is doubtlessly 
attributable in part to the abnormally 
high concentration of hexachloro- 
phene in the powder. The 6.6% 
concentration in the powder is not at 
all comparable to the 3% concentration 
present in commercial pHisoHex. In 
addition, of course, the vehicle is, 
indeed, different. It is unfair, how- 
ever, to omit noting that the French 
product (Babé) was a plain perfumed 
talc that is used routinely at the time 
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ü "that will show quite clearly 
. human toxicity begins. 





of diaper changing. This is quite 
analogous to the way various per- 
fumed baby powders are used in this 
eountry. The majority of these chil- 
dren did not have rashes or excoria- 
tions until after the hexachlorophene 
had caused irritation and systemic 
toxie reactions. 

With respect to Kopelman's arti- 
cle," I believe we have already dealt 
with the concept of the "mean" infant. 
By now, the infant at the end of the 
curve has met his fate. 

With respect to surgical hand wash- 
ing, I have little doubt that different 
studies will show varying levels of 
hexachlorophene in the blood. Since 


' Dr MeCarl states "nowhere near levels 


that might be considered potentially 
toxie," I assume that he now has data 
where 
I eagerly 
await the availability of such data. 
Until I see it, however, I would like to 
have a safety factor of a substantial 
margin in my own blood. Also, I do 
wish to remind him that after ten 
days of surgical scrubs (8% hexachlor- 
ophene detergent), individual levels 
have been found as high as 0.5ug /ml. 
From what we have seen previously, 
this is roughly half of the known 
neurotoxic level of hexachlorophene in 
the blood. Again, the argument of 
"mean" blood levels is raised, which 
certainly is an acceptable argument 
for the "mean" surgical serub nurse. 
Perhaps we have too many surgeons 
and scrub nurses, anyway. 
Hexachlorophene is dead. Let us 
inter it along with strychnine, arsenic, 


. bismouth, and leeches—none of which 


are entirely without merit either. Our 
society is in trouble enough, we ean ill 


afford the loss of any brain sub- 
 Stance. 


PHILIP CATALANO, MD 
Miami, Fla 
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Treatment Schedule for Syphilis 


To the Editor.—With reference to the 
letter from Burton Allyn, MD (the 
ARCHIVES 110:810, 1974), I disagree 
with the treatment schedule for 
syphilis recommended by the New 
York City Department of Health 
Bureau of Venereal Disease Control, 
who indieate intervals of "three to 
five days between injections" We 
have shown that the minimal useful 
concentration of penicillin (0.03 units) 
remains in the blood for seven days 
following the administration of 
2,400,000 units o? penicillin G benza- 
thine (Prensa Med Argent 59:1872, 
1973). These data are supported by the 
majority of health authorities, and, in 
the Guide for Diagnosis and Treat- 
ment of Sexually Transmissible Dis- 
eases, the Secretary of Public Health 
of the Argentine Republie recom- 
mends 2,400,000 units of penicillin G 
benzathine every seven days in the 
treatment of primary and secondary 
syphilis. 

ALBERTO Woscorr, MD 

Buenos Aires 


Fluoride Toothpastes as a 
Cause of Acne-like Eruptions 


To the Editor.—I read the letter from 
Dr Saunders on fluoride toothpastes 
as a cause of acne-like eruptions.’ His 
observations are interesting and pos- 
sibly important. However, I would like 
to offer the following comments: (1) 
The ingestion of fluorides neither 
precipitates nor aggravates acne.’ (2) 
Fluorides are much more closely 
related chemically to chlorides than to 
iodides or bromides, although all are 
halogens. There is no evidence that 
chlorides per se cause or irritate acne. 
(3) Dr Saunders has not established 
that nonfluoride toothpastes do not 
cause acneiform eruptions. (4) A 
survey among dentists indicates that, 
due to the efforts of Madison Avenue, 
60% to 80% of all people, and especially 
women, use fluoride toothpastes. 


Therefore, 46 out of 46 cases is less 


impressive. (5) It has not been estab-  . 


lished that the fluorides in the tooth- 
paste are the actual cause of the erup- 
tion deseribed by Dr Saunders; 
might be the toothpaste itself. It do 
not explain the sex- and age-linkage. - 
ERVIN Epstein, MD 
Oakland, Calif 


l. Saunders MA Jr: Fluoride toothpastes: A 
cause of acne-like eruptions. Arch Dermatol 
1117798, 1975. 

2. Epstein E: Effect of fluorides in acne 
vulgaris. Stanford Med Bull 9:243, 1951. 


In Reply.—In reference to Dr Ep- ` 
stein’s comments on my letter to the 
editor titled “Fluoride Toothpastes: A 
Cause of Acne-like Eruptions,” allow 
me to make the following responses. 
First of all, the letter to the editor 
was not intended in any way to repre- 
sent a well-controlled scientific study 
of statistical significance; rather, it 
was an observation that I hope will 
encourage others to investigate the 
subject more thoroughly in a double- 
blind, large-scale study, so that it may 


be established whether these observa- 


tions are valid. In reply to the 
numbered comments in Dr Epstein’s 
letter, I submit the following: 

1. Dr Epstein stated that the inges- 
tion of fluorides neither precipitates 
nor aggravates acne. No implication. 
that the ingestion of the fluorides had 
anything to do with the acne-like 
eruptions involved was made or 
intended in my letter. Rather, I 
suggested the possibility that salivary 
nocturnal drainage may carry fluo- 
rides and/or other chemicals con- 
tained in dentifrices and that the 
drainage may produce a follieular, 
irritant effect in susceptible persons, 
causing an acne-like eruption starting 
at the corner of the mouth and 
extending either to the chin or, in a 
fan-like distribution, to the chin and 
cheeks. The eruption is usually found 
on the side on which the patient 

sleeps. 

2. The long-term use of fluorinated 
steroids has been shown with reason- 
able certainty to be a cause of acne- 
like eruptions in the perioral area. 
Therefore, I submit that there is 
evidence that fluorides may be a cause 
of acne-like eruptions and that, 
regardless of the structural similarity 
between chlorides and fluorides, the 
fact that "there is no evidence that | 
chlorides per se cause or irritate acne" _ 
has no relevance that I can see to this o. 
fluoride question. x 
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3. It is quite true that I have not 
established that nonfluoride tooth- 
pastes of commercial varieties do not 
cause a similar eruption. As a matter 
of fact, I stated that certain nonfluo- 
e toothpastes, (Close-Up) did not 
have a remedial effect on one half of 
the patients who were withdrawn 
from fluoride-containing toothpastes. 
The implieation was, of course, that 
other chemicals might act similarly 
and that further study would be 
needed to absolutely define whether a 
fluoride itself was the only causative 
agent or whether some other particu- 
lar chemical or group of chemicals 
might also be involved. 

4. I must concur that the use of 
fluoride toothpaste by a large percent 
of the population is indeed due to the 
effeets of Madison Avenue, but why 
this should make my observation less 
valid eludes me. 

5. Dr Epstein stated that it has not 
been established that fluorides were 
the actual cause of the eruptions I 
described, and I thoroughly concur 
with him. My appeal is that it might 
be of great benefit to our patients if a 
scientifically controlled study were 
done that would either establish or 
rule out a cause-and-effect relation- 
ship. 

Furthermore, I recently (Sept 16, 
1975) received a note from Emery 
Koesard, MD, of Sydney, Australia, 
who has had an interest in perioral 
dermatitis and who has published an 
article on that subject.” In his article, 
he anticipated the possible relevance 
of fluorinated toothpastes and fluori- 
nated cortieosteroids to the perioral 
dermatitis problem. In his note, he 
reported that, since reading my letter 
to the editor, he had treated approxi- 
mately 50 patients with fluoride- 
related perioral dermatitis; in all 
eases, the condition responded favor- 
ably after the discontinuance of the 
use of fluorinated toothpastes. I have 
encouraged Dr Kocsard to report his 
findings more formally; meanwhile, it 
seems that his experience supports 
the hypothesis that I have put 
forward. 

I thank Dr Epstein for his interest 
in my observation, and I am hopeful 
that both our comments will stir 
further interest in investigation in 
this area. 

MILTON A. SAUNDERS, JR, MD 
Virginia Beach, Va 
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Juxta-clavicular 
Beaded Lines 


To the Editor.—Drs Butterworth and 
Johnson (Arch Dermatol 110:891-893, 
1974) called attention to a quite 
common, cutaneous, anatomical vari- 
ant, ie, the appearance of tiny (1 to 2 
mm) papules, many of which are 
piereed with a vellus hair, that are 
grouped in a linear arrangement 
parallel to the clavical. This condition 
they term aptly “juxta-clavicular 
beaded lines" and state that it must be 
distinguished from papular mucinosis, 
disseminate and recurrent infundibu- 
lo-folliculitis, and cutis punctata li- 
nearis colli. 

However, after reading Even-Paz 
and Saghers" description of cutis 
punetata linearis colli, I conclude that 
both sets of authors are describing the 
same condition, both clinically and 
histologically. Drs Butterworth and 
Johnson state that cutis punctata 
linearis colli is distinguished from 
their entity, juxta-clavicular beaded 
lines, by the fact that the former 
shows redness of intervening skin 
between the papules, is caused by 
prolonged exposure to the sun, and 
shows a notable, uniform, hyperplasia 
of the sebaceous glands. First, Even- 
Paz and Sagher state that redness of 
the intervening skin is not always 
present in cutis punctata linearis colli 
and suggest that this is not a really 
distinguishing feature. In addition, 
they suggest that to make the tiny 
papular eruption more perceptible, 
one should induce erythema by rub- 
bing the involved skin. Second, that 
the eause of this eruption is attribu- 
table to the exposure to sun is only 
conjecture on the part of the authors, 
since it seems to occur primarily in 
sun-exposed areas. In fact, Even-Paz 
and Sagher suggest prolonged sys- 
temic corticosteroid therapy as the 
cause in many of the patients that 
they reported. Finally, histologically 
as shown in the photomicrographs in 
both these articles, I can only conclude 
that they both demonstrate varying 
degrees of sebaceous hyperplasia cor- 
responding to the clinical visualized 
papule. 

I suggest, then, that we consider 
cutis punetata linearis colli and juxta- 
clavicular beaded lines (though I 





prefer the latter term) to be the same 
entity, which is probably an anatoms 
ical variant eommon to blacks or may 
be induced by prolonged corticosteroid 
therapy. 
W. Davin JacoBy, MD 
Tueson, Ariz 


1. Even-Paz Z, Sagher F: Cutis punctata 
linearis colli: Stippled skin. Dermatologica 126:1- 
12, 1963. 


In Reply.—At this time, we are not 
certain whether  "juxta-clavicular 
beaded lines" and "eutis punctata 
linearis colli" are the same condition. 
Certainly, there appear to be many 
clinical and histologic similarities. On 
the other hand, there are also some 
differences. In our cases, the beaded 
lines were distributed above, overly- 
ing, and below the clavicles. They 
extended from the acromium process 
to the manubrium. In the latter 
region, the linear configuration termi- 
nated, and the papules ceased or 
became uniformly dispersed. In the 
patients of Even-Paz and Sagher, the 
lines of papules were present on the V 
area of the neck. This distribution is 
difficult to understand. We could not 
find an anatomical description of the 
V area of the neck either in two 
dictionaries or in two textbooks of 
anatomy. Two of our surgical col- 
leagues were embarrassed when we 
asked them to relate the term to 
anatomical structures. Thus, we can- 
not compare the distribution of the 
lesions described in the two papers 
with any degree of accuracy. Further- 
more, in the cases of Even-Paz and 
Sagher, who had received prolonged 
hormonal therapy, there were lesions 
on the posterior cervical region and on 
the shoulders. These areas were never 
involved in our patients. 

Even-Paz and Sagher described the 
papules in their cases as whitish or 
yellowish. Ours were skin-colored or 
very light brown. Some of their 
patients had lesions resembling milial 
eysts, which was a change never noted 
in our large series of individuals. 

Our patients, as a whole, comprised 
a much younger age group than those 
reported by Even-Paz and Sagher. 
Although originally noted at the 
Pennhurst State School, our group 
consisted of private patients. 

Lastly, in regard to origin, Even- 
Paz and Sagher were primarily inter- 
ested in the effects of the corticoste- 
roids and other hormones in “stip- 
pling" of the skin. Their explanation 
for the sebaceous gland hyperplasia 
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."* seems consistent with our present 

| knowledge. Our patients constituted a 

cross section of the American public 

that find their way into the office of 

a the dermatologist. The vast majority 

v» of the patients had never received 
hormonal therapy. 

Dr Jacoby says "that the cause of 
this eruption is attributable to the 
exposure to sun is only conjecture on 
the part of the authors, since it seems 
to oecur primarily in sun-exposed 
areas." We are not alone in this suppo- 
sition. Even-Paz and Sagher in their 
article stated "there also seems to be a 

. relationship to exposure to the sun’s 
p^ rays or other external influence." 
 «- . Koesard is more candid. In his 
-.. article on senile elastosis, he states 





^. $tippled skin of Even-Paz and Sagher (ery- 
^. . throsis interfollicularis colli) has been 
reported to be caused by corticosteroid 
medication, but in Australia it is a 
. frequent manifestation of solar elastosis of 
the clavieular and upper sternal areas. It 
eonsists of small, pinhead-sized, yellow 
follieular papules, which are usually dis- 
posed in a linear pattern, arranged in a 
transverse direction, and which are more 
evident because of the telangiectatie 
redness of the interfollicular skin. 


In all fairness, we should say that in 
the cases of Even-Paz and Sagher, 
staining for elastie tissue did not 
disclose any abnormalities. 
Borensztein and Kohan! presented 
interesting observations on cutis 
punctata linearis colli. They divided 
their patients into groups of 75. In 
group 1, those with prolonged treat- 
ment with corticosteroids without 
habitual exposure to the sun, 67% 
showed cutis punctata linearis colli. 
Group 2 consisted of patients with 
habitual exposure to the sun, but no 
more than three months of corticoste- 
.roid therapy. Of this group 69% had 
cutis punctata linearis colli. Group 3 
were those who had not been chroni- 
cally exposed to the sun and who had 
not received more than three months 
of corticosteroid therapy. Of these, 
28% had cutis punctata linearis colli. 
This incidence is close to that which 
we found among our white patients 
(25%). Borensztein and Kohan did not 
state the racial distribution of their 
cases. One might speculate that, in a 
population, a certain percentage of 
individuals will show beaded lines. 
Under the stimulus of corticosteroids 
or sunlight, many latent cases may 
become evident and preexisting cases 
may become more prominent. 
. : Only further observation will estab- 
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lish the relationship between cutis 
punctata linearis colli and juxta-clavi- 
cular beaded lines. A definite anatom- 
ical variant exists in a large propor- 
tion of the population, and its descrip- 
tion should be included in future text 
books of anatomy and dermatology. 
THOMAS BUTTERWORTH, MD 
WAINE C. JOHNSON, MD 
Philadelphia 


1. Koesard E: Senile elastosis: Central phenom- 
enon of aging of exposed skin. Geriatr Dig 3:10- 
18, 1960. 

2. Borensztein B, Kohan AB: Cutis punctata 
linearis colli. Inform Dermatol 3:212-211, 1965- 
1966. 


Aseptic Necrosis of 
Warts instead of Lymphangitis 


To the Editor.-l noted that the 
August 1975 issue of the ARCHIVES 
(111:1078, 1975) had a letter from 
Mouta Dilaimy, MD, reporting the 
finding of lymphangitis caused by 
cantharidin. The inference of the 
letter is that cantharidin has some 
specific property or potentially dan- 
gerous quality that causes lymphan- 
gitis when the preparation is used on 
either plantar or periungual warts. 

I believe that this is fallacious 
reasoning. Instead of lymphangitis, I 
believe Dr Dilaimy has noted the 
formation of aseptic necrosis of a wart 
that may occur when a wart is treated 
vigorously with any agent that will 
cause dermal-epidermal separation. 
This same reaction can take place with 
the use of trichloroacetic acid, bichlor- 
oacetic acid, or monochloroacetic acid 
when used in conjunction with sali- 
cylic acid plaster. Indeed, Otis Jillson 
described the induced aseptic necrosis 
of plantar warts as a treatment of 
choice.’ Jillson used trichloroacetic 
acid, 20% podophyllum resin, and 40% 
salicylic acid plaster. I am sure that 
any modality that would cause a brisk 
separation of the dermal-epidermal 
junction could potentially cause an 
aseptic lymphangitis. Therefore, this 
occasional side effect should not be 
linked specifically or exclusively with 
the use of cantharidin. 

Harry L. Roru, MD 
Daly City, Calif 


1. Jillson O: The treatment of plantar warts by 
induced asceptic necrosis. Dermatol Dig 2:24-28, 
1972. 


In Reply.—The letter I wrote in 
August 1975 reported that such a 
phenomenon as lvmphangitis devel- 


oping as a result of the topical applica- 


tion of cantharidin on warts can 
indeed occur. If the same process has 
occurred after the use of other chemi- 
cals, it only means that other agents : 
can do likewise. It is not known. 
whether the ly mphangitis after cat 
tic eutaneous injuries is aseptic or 
transiently septic because of the diffi- 
culty in obtaining definitive cultures. 
I believe that every dermatologist 
should be aware of all possible compli- 
cations of any therapeutic regimen he 
uses. 











Mouta Dina Mv, MD 
Baltimore 


Hair Loss After Therapy with 
Chorionic Gonadotropin 


To the Editor.—The communication in 
the July issue of the ARCHIVES 
(111:980, 1975) by Goette and Odom 
was of considerable interest. 

During the past two years I have 
seen at least four women treated in 
our community with a combination of 
daily injections of chorionic gonado- 
tropin and a 400-calorie starvation 
diet. The sequence of events was 
analogous to that noted in the two 
patients reported in that no hair loss 
was experienced during the course of 
chorionic gonadotropin and diet ther- 
apy, but approximately four to six 
weeks after discontinuing the regi- 
men, all of these women began to 
experience considerable shedding. At 
the time, each was actively losing hair 
and manually epilated hairs were 
predominantly of the telogen type. 
History for other potential causes of 
telogen effluvium was negative, and 
only one woman was taking an addi- 
tional medication, an amphetamine 
preparation that has not been linked 
to hair loss. Each of them had lost 
weight while on the regimen; how- 
ever, I am unable to retrieve the 
records and give specific figures. 

Since a large number of women 
were being treated in a similar 
fashion in the community, it is 
apparent that the telogen loss is 
restricted to only a small percentage 
of patients treated. The time sequence 
of hair loss in my patients was very 
similar to that seen in telogen efflu- 
vium following pregnancy. It was my 
feeling that the telogen loss was at 
least partially due to a pharmacologic 
effect of the chorionic gonadotropin. 
What role the negative caloric balance 
plays in it is, or course, speculative. | 

DANIEL J. Trozak, MD. 
Modesto, Calif. ` 
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The Safety of Psoralens 


To the Editor.—Because of the interest 
in the last few years regarding the use 
of psoralens as a safe and effective 
means of repigmenting skin and 
acquiring a dark suntan, we believe 
the following case should be re- 
ported. 


Report of a Case.—In April 1975, a 37- 
year-old man was admitted to the Univer- 
sity of California Hospital (San Francisco) 
for treatment of a severe phototoxic reac- 
tion. The patient had gone to Puerto 
Vallarta, Mexico, where he began taking 80 
mg of trioxsalen (Trisoralen) daily, fol- 
lowed two hours later by a carefully 
measured one-hour exposure to the sun 
between four and five o'clock in the after- 
noon. It is noteworthy that he used amino- 
benzoic acid lotion (PreSun) on his entire 
body, so as to protect himself from ultra- 
violet-B radiation (wavelengths of 290 to 
320 nm). Also, he used a red veterinary 
petroleum-aminobenzoic acid (RVP- 
PABA) stick on his lips for additional 
protection. For three days, he appeared to 
be acquiring a tan, but on the fourth day 
his skin became very red and tender. He 
discontinued the use of trioxsalen, stayed 
out of the sun, and began taking aspirin, 
codeine phosphate, and diazepam (Valium) 
for relief. His cutaneous changes became 
progressively more severe. Six days after 
the onset of the condition, he returned to 
San Francisco. On his return, he took 100 
mg of prednisone orally; despite this ther- 
apy, the condition worsened. The next day, 
ambulance transportation for admission to 
the hospital was necessary. 

On admission, the patient was afebrile, 
with normal vital signs. He manifested no 
evidence of infection, high output failure, 
or dehydration. His skin showed a fiery 
erythema, most severe on the legs but 
sparing the swimsuit area. There was 
moderate generalized edema, as well as 4+ 
edema of the lower parts of the legs. 
Multiple nonhemorrhagic bullae and vesi- 
cles were present on the torso, legs, palms, 
and soles. Large sheets of desquamating 
skin were present on the back and 
abdomen. His mucous membranes were 
moist and without lesions. The Nikolsky 
sign was negative. The face was somewhat 
less affected than the rest of the body. The 
findings from the remainder of the phys- 
ical examination were unremarkable. 

The results of the following laboratory 
studies were within normal limits: com- 
plete blood cell count, differential cell 
count, platelet count, erythrocyte sedimen- 
tation rate, serum electrolyte levels, blood 
chemistry study using an automated multi- 
ple analysis system, and clotting factors. 
An antinuclear antibody examination was 
negative. 

The patient was initially treated with 
aspirin, large doses of systemically admin- 
istered corticosteroids, and general suppor- 
tive measures. Subsequently, topically ap- 
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plied corticosteroids, colloidal oatmeal (Av- 
eeno) baths, analgesia, sedation, and phys- 
ical therapy were added to the treatment 
regimen. He made an unremarkable recov- 
ery and was discharged on the ninth 
hospital day; he still had considerable 
erythema, desquamation, and edema. His 
subsequent recovery was satisfactory. 


Comment.—In summary, this case 
emphasizes the potential for severe 
phototoxicity that can be produced by 
psoralen compounds, even trioxsalen, 
and the important possibility of cumu- 
lative injury by daily exposures. 
Psoralen-induced phototoxicity usual- 
ly reaches a peak after about 72 hours 
and persists for many days thereafter. 
The addition of several such insults 
can result in considerable injury and 
could endanger life. 

FRANK J. JONELIS, MD 
JOHN H. Epstein, MD 
GEORGE MARTIN, MD 
San Francisco 


Congenital Megalodactyly 


To the Editor.—Megalodactyly is rare. 
The following case may be of inter- 
est. 


Report of a Case.—Since birth, an 11- 
year-old boy had had an asymptomatic 
enlargement of the second and third toes 
of the left foot. 

Physical examination showed  sub- 
stantial gigantism of the second and third 
toes, which were in medial and lateral 
deviation, respectively (Figure). A roent- 
genogram of the foot showed hypertrophy 
of the phalanges of the second and third 
digits. 

A plastic surgical procedure to reduce 
the size of the digits was advised, but the 
patient declined any surgical interven- 
tion. 


Comment.—Local gigantism may be 


Megalodactyly of second and third toes of 
left foot. 





associated with lymphangiomatous 
tissue, hemangioma, lipoma, or neurq- 
fibromatosis.' Most authors consider 
that there is some relationship be- 
tween megalodactyly and neurofibro- 
matosis.* 

PRASOP NITIDANDHAPRABHAS, MD 

Donmuang, Thailand 


l. Minkowitz S, Minkowitz F: Marcodactylism, 
a morphological study of macrodactylism: A case 
report. J Pathol 90:323-328, 1965. 

2. Thorne FL, Posch JL, Mladick RA: Megalo- 
dactyly. Plast Reconstr Surg 41:232-239, 1968. 


Treatment of Epidermolysis Bullosa 
Hereditaria Congenita 


To the Editor.—We published cases of 
the dystrophic type of epidermolysis 
bullosa hereditaria congenita in uni- 
ovular male twins.' In the treatment 
of these cases we administered vita- 
min E, 400 mg daily, intramuscularly 
first, in tablet form later. The treat- 
ment was given continually from Oct 
14, 1974 to Jan 5, 1975, without benefi- 
cial effect on the lesions. During this 
treatment, no iron-containing medica- 
ments were given to patients. 

In another patient with a dys- 
trophic type of epidermolysis bullosa 
hereditaria congenita, a 15-year-old 
girl, we gave the same medicament, 
also without effect. Some effect was 
observed in all of our cases when we 
combined vitamin E therapy with low 
doses of corticosteroids (15 mg of 
prednisone daily). 

According to Rook’, “corticosteroids 
in high dosage may be life-saving and 
may prevent deformity in infancy and 
early childhood. The dose should be 
increased until bulla formation is 
controlled and then progressively re- 
duced.” In 1971, we applied this mode 
of treatment in two unrelated boys 
with the same disease; unfortunately, 
both died. 

It is our opinion that today no safe 
treatment of this grave autosomal 
recessively inherited ectodermal dys- 
plasia exists and think that if in a 
family a case of that anomaly is pres- 
ent, it is best to recommend that the 
parents have no more chilren. 


TiBOR SALAMON, MD 
Sarajevo, Yugoslavia 


1. Salamon T, BaSi¢-Konjicija M: Epidermo- 
lysis bullosa hereditaria congenita polyplastica in 
uniovular male twins. Acta Derm Ven Yug 2:101- 
105, 1975. 

2. Rook A: Textbook of Dermatology. London, 
Blackwell Scientific Publications, 1969, vol 2, pp 
1168-1169. 
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IN SKIN INFECTIONS, 
- WHERE CLEANLINESS REQUIRES 
MORE THAN SOAP 











BETADINE Skin Cleanser 


Degerms as it cleanses 


Patients can use BETADINE Skin Cleanser to degerm and cleanse face, hands and body, gently and thoroughly— 
particularly when it is essential to prevent autoinoculation of new sites, as may be the case in infected acne pimples 
BETADINE Skin Cleanser, with its rich, golden lather, provides these advantages: 


B Prompt, broad-spectrum microbicidal action—kills B Virtually nonirritating to skin and mucosa.* 





both gram-positive and gram-negative bacteria (in- Bi Nonstaining to skin and natural fabrics. 

cluding antibiotic-resistant strains), fungi, viruses, Supplied: 4 fl. oz. plastic bottles. 

protozoa and yeasts. *In the rare instance of local irritation or sensitivity, discontinue use 
B Maintains microbicidal activity in the presence of oy fe inantea. 


blood, pus and serum. Purdue Frederick © COPYRIGHT 1976, THE PURDUE FREDERICK COMPANY 


NORWALK, CONN. 06856 AB8196 172076 


BETADINE 
Microbicides /. 





DIOXYBENZONE AND 
OXYBENZONE CREAM U.S.P. 





Shuns UVB and UVA— ee 
OLBAR Benene, USP. 3 
Contains Water Insoluble MWt 75 Gm. (212% 





Benzophenones. 


Aids in Preventing 
Wrinkling, Freckling and Drying 
due to overexposure to the sun. 


PERSON & 
COVEY INC. 


GLENDALE, CALIF. 91201 
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product you may have used 


nds of times common warts! 


Duofilm™a time-tested, widely accepted, extemporaneous 
mmon warts, now available already com- 





IEFEL. 
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COMPOSITION: 
Salicylic Acid, USP, 16.7% and Lactic Acid, USP, 16.7% 

in Flexible Collodion, USP. 

INDICATIONS: 

DUOFILM is indicated as a keratolytic agent for the 

removal of benign epithelial tumors such as common warts. 

DOSAGE & ADMINISTRATION: 

Prior to the application of DUOFILM, soak the affected area in hot water for 
at least five minutes. Dry thoroughly with a clean towel. 

Apply four drops of DUOFILM directly to the wart using the plastic applicator. 
Each drop should be permitted to dry before re-application of the liquid. 
Care should be taken to see that DUOFILM is not applied to the surrounding 
skin. A Band-Aid* or similar bandage should then be applied lightly. 
Treatment should take place once daily and destruction of wart usually 
occurs within seven days. 

CONTRAINDICATIONS: 

Diabetics or patients with impaired blood circulation should not use 
DUOFILM. Do not use on moles, birthmarks or unusual warts with hair 
growing from them. 

PRECAUTIONS: 

For external use only. 

DUOFILM is highly flammable and should be kept away from fire or flame. 
Keep bottle tightly capped when not in use. Store at controlled room 
temperature. 

If spilled on mucous membranes or in eyes, flush with water, remove pre- 
cipitated collodion, and flush with water for an additional 15 minutes. 


Keep this and all medication out of the reach of children. 


HOW SUPPLIED: 
DUOFILM is available in 1⁄2 oz. bottles with plastic applicators. 


CAUTION: 
Federal law prohibits dispensing without a prescription. 
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7 Society Transactions 


^... THE NEW ENGLAND 
^ DERMATOLOGICAL SOCIETY 
.. Feb 5, 1975 
. Terry P. Hadley, MD, Recorder 


ses Systemic Lupus Erythematosus. Pre- 
sented by J. S. Strauss, MD, Ronald 
Matloff, MD. 


A 59-year-old man noticed a “hive-like” 
eruption confined to the extensor aspects 
of both forearms in July 1974 following sun 
exposure. There was no previous history of 
photosensitivity, but he had been taking 
hydrochlorothiazide (Hydrodiuril) because 
of mild essential hypertension diagnosed 





S... dermatologist in September 1974 after the 
.. eruption extended to the scalp, face, neck, 
and trunk. A tentative diagnosis of "photo- 
toxic dermatitis" was made, and the medi- 
: cation was switched to methyldopa (AI- 
idomet). However, his skin condition wors- 
. ened, and a two-week course of prednisone 
^ "therapy was unsuccessful in controlling the 
.. e€utaneous disease. Other than the hyper- 
tension, his medical history and a family 
history were noncontributory. 

Physical examination showed an intense 
erythema and edema of the scalp, face, 
neck, chest, back, and forearms. Thick 
erusts were prominent over most of the 
back, and on the chest, there were scaling 

. and scattered pustules. 

Laboratory studies disclosed normal val- 
ues for the following: hematocrit, hemoglo- 
bin, serum creatinine, blood urea nitrogen, 
serum calcium, serum phosphorus, serum 
uric acid, blood glucose, serum cholesterol, 

: «serum bilirubin, serum glutamic oxaloace- 
tie transaminase, and serum alakaline 
phosphatase. A serologie test for syphilis 
was within normal limits, and indirect and 
direct Coombs tests were negative. The 
white blood cell count ranged between 
3,100 and 3,800 cells per cubic millimeter, 
Lupus erythematosus preparations were 
positive. Antinuclear antibody tests were 
positive and ranged from 1:64 to 1:1,024 (an 
all-homogeneous pattern) A chest x-ray 
film and an electrocardiogram were nor- 
mal, Findings from a microscopical study 
of the biopsy specimen were consistent 
with the diagnosis of LE. 








Discussion 


Dr STEVEN SPENCER: Why does a 59- 
year-old man develop LE? Why does he not 
have evidence of renal involvement, partic- 
ularly in the presence of anti-DNA anti- 
bodies? Why does he not have any pleural, 
pericardial, central nervous system, or 
musculoskeletal signs or symptoms? Final- 
ly, what is the nature of the anti-DNA 
antibodies? 

In present-day practice, LE is a geneti- 
cally predetermined host-immune response 

that apparently disposes certain individ- 
_ tals to develop LE. In other words, patients 
are Breprogrammen genetically, and some 







T An Dermatol—Vol 112, July 1976 


two years previously. He was seen by a. 


environmental input, such as ultraviolet 
light, drugs, or viral organisms, provides 
possible antigenic stimulation.' 

Let's pursue the possible role of drugs in 
inducing this man's LE. Alarcon-Segovia 
has given an excellent review of the drug- 
induced lupus syndrome. There are two 
basic groups of drugs capable of activating 
LE. Some have this poteney through pecu- 
liar pharmacological properties (eg, hydral- 
azine hydrochloride, isoniazid (INH), pro- 
cainamide hydrochloride, and several anti- 
eonvulsants) Other drugs, extremely 
varied, apparently elicit allergic reactions 
that in turn may bring about the LE (eg, 
antibioties, griseofulvin, long-acting sul- 
fonamides, reserpine, and methyldopa). 

Proeainamide is probably the most 
potent drug capable of aetivating LE? In 
one study, 50% of the patients with symp- 
tomatic procainamide-induced LE exhib- 
ited anti-denatured DNA antibodies; none 
had anti-native DNA antibodies; Experi- 
mentally, a photochemical adduet of DNA 
and procainamide is capable of being more 
antigenie than native or photo-oxidized 
DNA. It has been suggested that drugs 
may act primarily by altering nuclear 
components, thereby eliciting antibodies to 
nuclear constituents and, in predisposed 
individuals, bringing about clinical LE. 

Sherman and others have reported on 
methyldopa-induced positive LE prepara- 
tions.' The patient presented told me that 
he had been sunbathing before his eruption 
began. He also subsequently received 
methyldopa. He therefore may have a 
combination of environmental stimuli con- 
tributing to his LE. It would be interest- 
ing, academically, to know whether he has 
anti-ultraviolet-damaged DNA antibodies. 
He has not had renal problems, and 
although he was initially treated with 
prednisone, he has recently been on a 
program of rest and aspirin. Rest is valu- 
able in the management of LE, regardless 
of how mild it is. Also, one should use as 
few drugs and transfusions as possible in 
these patients. One exception occurs when 
infection is present; it should be treated 
aggressively and appropriately. 

Dr Lawrence Norton: Is there any 
evidenee that drugs with photosensitizing 
potential (eg, chlorpromazine and demeclo- 
cycline) could possibly damage DNA more 
than drugs that simply combine with 
DNA? 

DR SPENCER: I don't know about those 
two drugs. However, hydralazine and, I 
believe, some of the sulfonamides enhance 
the production of disulfide bonds, and this 
effect can be blocked by some of the anti- 
malaria] drugs. 
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THE LOS ANGELES DERMATOLOG 
SOCIETY 


Nov 13, 1974 
Marian M. Brubaker, MD, Recorder 


Urticaria Pigmentosa. Presented by Rep 
BINDER, MD. 


A 20-month-old boy had 9n 
birth after a full-term pregnancy without 
complications. A few days later, he w: 
thought to have a heat rash, whieh eleare 
before an eruption appeared. At the tim 
of this presentation, he had generalize 
plaques on the scalp, the face, the neck, the 
palms, and the soles, and over the entire 
body. These were light-brown, leather-like 
plaques, some with depressed centers. 
Since May 1973, bullae have appeared on 
stroking of the skin. The patient exeoriates 
his legs frequently. There is no family 
history of similar skin lesions. The patient 
has never had tachycardia, hypertension, .- 
nausea, vomiting, cramping, diarrhea, 
pain, hematemesis, stomach ulcers, or stea- => 
torrhea. His parents have been told topro- io 
tect him from heat, cold, trauma, aspirin, = 
opiates, and alcohol intake. 

The best therapy thus far has been 
cyproheptadine (Periactin) hydrochloride 
syrup, one teaspoon (2 mg/5ml) two to 
three times daily. This medication contains 
5% alcohol. He also has been given di: 
methindene (Forhistal) maleate syrup (no: 
alcohol), promethazine ^ hydrochloride 
(Phenergan) syrup (1.5% alcohol), and elixir 
of diphenhydramine hydrochloride (Bena- -. 
dryl) (14% alcohol), with little effect on the 
skin lesions. 

A complete blood cell count was within 
normal limits. The serum IgE level was low 
(loug/ml). Attempts to grow mast cells 
from the patient in tissue culture have not 
been successful. 


Discussion 


Dn PauL Hirsch: The hematoxylin- 
eosin-stained cutaneous biopsy specimen 
was suggestive of the diagnosis of masto- => 
cytosis (urticaria pigmentosa). The biopsy < 
revealed a closely packed, poorly circum- ` 
scribed, monorphous cellular infiltrate oc- — - 
eupying the upper third of the dermis and 
extending to the epidermis but not eross- > 
ing the basal cell zone. The cells are | 
cuboidal to ovoid in configuration, with a 
correspondingly shaped nucleus and a vari- 
able amount of cytoplasm, the latter 
suggesting a basophilic granular ap- 
pearance. This cellular infiltrate is inter- — - 
preted, on the hematoxylin-eosin-stained ` 
sections, as mast cells. Special stains for... 
mast cells (Giemsa) confirm the acce ES 
tion. 4 

Dr Leo Pomerantz: This child's coi 
tion fits the diagnosis of cutaneou 
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... eytosis (urticaria pigmentosa). Apparently, 
: "the significant lesions started at about the 
- age of 2 months. They can be present at 
birth or appear anytime from the third to 
the ninth month. Because of the delieate 
ature of infants’ skin, bullae are a 
mon finding in several dermatoses, so 
one must rule out some of the other bullous 
diseases in infancy. 

The. child has been given a number of 
| «different antihistamines. Apparently, cy- 
"proheptadine, has worked best in this 
—. instance. There is no reason why one anti- 
— * histamine should work any better than any 
ofthe others. They do not prevent the 
release of the histamines but act as a 
. competitive compound, with the histamine 
for receptor sites in effeetor cells. Thus, it 
will not prevent the urtieation of the lesion. 
However, once the histamine is released, 

there is some competitive inhibition. 

This child has none of the other symp- 
toms that go along with histamine release. 
Physical trauma, psychic trauma, and 

-drugs such as aspirin, codeine, and poly- 
myxin B ean all provoke the release of 
histamine. I was unable to find anything in 
the literature to indicate whether the 
amount of alcohol present in cyprohepta- 

< dine syrup is sufficient to precipitate the 

. histamine release. In adults who drink 
sufficient amounts of alcohol, histamine 
release can cause unconsciousness or gas- 
trointestinal or cardiovaseular symptoms. 

Family history may be contributory. 
Some think that this might be a recessive 
trait. Bone lesions can be osteosclerotic or 
osteoporotie, and probably x-ray films of 
the bones would be helpful in this case. 
About 50% of these patients have dermo- 
graphism, and hydroxyzine might be a 
better compound to use because it tends to 
reduce — dermographism. Intermittent 
courses of therapy with systemically 
administered corticosteroids might be 
helpful. 

If the skin is the only system involved, 
the prognosis is good. The disease usually 
resolves spontaneously in six years or so. If 
whealing, urticaria, or bullae are present, 
then the disease may persist for 12 to 15 
years, If there is systemic involvement, 
then the prognosis is guarded, but I think 
the prognosis is favorable for this child. 

Dr Stanton May: While I was in the 
room, the father told me that the child likes 

— to drink beer with him, and every time the 
father drinks beer, the child must have a 
drink with him; this is quite frequent, I 
understand. 

Dr Ropert MiLLER: There is an old- 
fashioned treatment that has been dis- 
-cussed in the older literature. Rather than 

give antihistamines, the release of hista- 

mine is provoked with histamine-releasing 

agents, such as polysorbate 80 (Tween 80) 

or polymyxin B. This obviously can be 
dangerous, but apparently in some cases, it 
has worked. Treatment is started with 
small doses, and the dose is gradually 
increased so that the mast cells are contin- 
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uously degranulating until they are de- 
pleted of histamine. It is interesting in 
theory, but it does not work that well in 
practice and is dangerous. 


Dn WiLLIAM B REED: I do not think that 
this child had urticaria pigmentosa. I think 
that he has generalized giant mast cell 
tumors. The benign nature of mastocy- 
tomas in young patients has been empha- 
sized, but I have known patients who have 
not had a benign course. The first was a 
woman born with mastoeytosis who died, I 
pele in ner 30s of mast en leukemia 
a ed 1964). B Felix Sagher t, 
who wrote a book on this disease, had never 
seen such a patient before. Then I saw a 16- 
year-old girl who spent most of her life in 
hospitals and medical offices of Vancouver, 
British Columbia, Canada. She had cutis 
verticis gyrata composed of mast cell 
tumors and malabsorption with tetany. At 
18 years of age at the time of this presen- 
tation, she has been at the University of 
California at Los Angeles with a fear of 
surgery because of massive release of 
histamine and a poor plastic repair from 
previous surgical operations. She had 
inereased mast cells in normal skin, 
xanthelasma-like lesions, and mastocyto- 
mas, as reported in the ARCHIVES (106:409, 
1972). When I was a guest of the Brazilian 
Dermatological Congress, I saw a 37-year- 
old woman with lifelong mastocytomas. 
Her ease was reported by Bakos (Br J 
Dermatol 81:635, 1972). Lately, in one of 


the eurrent issues of the British Journal of 


Dermatology, a patient was shown who had 
the same extensive involvement as this 
patient. The best paper on mastocytosis is 
by Joseph Demis in the Proceedings of the 
12th International Congress of Pediatrics 
(vol 2, pp 84-90, 1968). 


Dr Victor NEWCOMER: The young girl 
that Dr Reed mentioned is striking and 
unusual. She has almost a total infiltrate of 
the skin with mast cells. Has this boy had 
x-ray films of the bones and lungs? Does he 
have hepatosplenomegaly? 

Dr BINDER: Not yet. 

Dr Newcomer: He must have these 
studies done. I cannot believe that he does 
not have the cells seattered throughout his 
entire body. These are embryonic mast 
cells, and they may not yet produce a high 
level of histamine. I would be surprised if 
these lesions ever disappeared completely. 
This is the sort of patient one has to worry 
about, since he may develop mast cell leu- 
kemia later in life. He needs a total 
survey. 

Dr BINDER: What must be done if the 
bone survey shows lesions? What is to be 
done if the bone marrow is abnormal? 
Probably very little, unless they are grossly 
abnormal. The parents would like some 
prognosis. They think he is better than he 
was six months ago. The condition of the 
skin has improved; it is not as eczematous 
as it was, and the child can tolerate hot 
weather very well. 


Society Transactions 


aa o beoi: Gel 0. 025% 
CAUTION: Federal law prohibits dispen- 
sing without prescription. 

Benisone Gel contains the active fluori- 
nated steroid compound, betamethasone 
benzoate, the 17-benzoate ester of beta- 
methasone. 

Each gram of 0.025% Gel contains 0.25 
mg of betamethasone benzoate in a spe- 
cially formulated gel base consisting of 
13.8% (w/w) alcohol, carboxyvinyl poly- 
mer, propylene glycol, disodium edetate, 
diisopropanolamine and purified water, 
The gel is self-liquefying, clear, grease- 
less and nonstaining. The active ingredi- 
ent is completely solubilized and remains 
in the clear film without crystallization 
after evaporation of volatile substances. 
Indications. Benisone Gel (betametha- 
sone benzoate) is intended for relief of the 
inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 
Contraindications. Topical steroids are 
contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. Topi- 
cal steroids are contraindicated in those 
patients with a history of hypersensitivity 
to any of the components of the prep- 
aration. 

This preparation is not for ophthalmic 
use. 

Precautions. If irritation develops, the gel 
should be discontinued and appropriate 
therapy instituted. 

In the presence of an infection, the use 
of appropriate antifungal or antibacterial 
agents should be instituted. If a favorable 
response does not occur promptly, the 
corticosteroid should be discontinued un- 
til the infection has been adequately con- 
trolled. If extensive areas are treated, or if 
the occlusive technique is used, the possi- 
bility exists of increased systemic absorp- 
tion of the corticosteroid, and suitable 
precautions should be taken. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been es- 
tablished. Therefore, they should not be 
used extensively on pregnant patients, or 
in large amounts, or for prolonged pe- 
riods of time. 

Due to the alcohol content of the ve- 
hicle, Benisone Ciel may cause mild, tran- 
sient stinging without irritation if used on 
excoriated skin. 

Adverse Reactions. The following local 
adverse reactions have been reported with 
topical corticosteroids: burning sensa- 
tions, itching, irritation, dryness, follicu- 
litis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneform eruptions 
and hypopigmentation. 
Dosage and Administration. Apply to af- 
fected areas 2 to 4 times daily as needed. 
Supplied. Benisone Gel is supplied in 
15 gm (N 0047-0280-15) and 60 gm (N 
0047-0280-60) tubes. 
STORE BETWEEN 59? and 86? F (15? 
and 30? C). 
Full information is available on request. 
Ne | BE-GP-61-4/C 
WARNER/CHILCOTT 
Division of Warner-Lambert Company e 
(o Morris Plains, New Jersey 07950 
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.. Postgraduate Course.—A course ti- 
 tled Dermatopathology for the Der- 
matologist and Pathologist will be 
held Sept 14 and 15, 1976, at the 
: Cleveland Clinic under the direction of 
- Drs Wilma F. Bergfeld and Philip 
Bailin. Inquiries may be forwarded to 
^ the director of education of Cleveland 

. Clinic, 9500 Euclid Ave, Cleveland, OH 
44106. 





Symposium.—The International So- 
. ciety of Tropical Dermatology and the 
Indian Association of Dermatologists, 
Venereologists, and Leprologists pre- 


sented a symposium on pigmentary 


disorders and a workshop on commu- 
nicable dermatoses on Feb 26-27, 1976, 
in New Delhi. The President of India, 


^ ^ Shri Fakhruddin Ahmed, gave the 


inaugural address. The meeting was 
well attended by physicians from a 
dozen countries. 

Sixteen papers were offered on 
hypopigmentation and hyperpigmen- 
tation. Discussion on the common 
communicable dermatoses empha- 
sized the serious effects that scabies, 
dermatophytoses, and  pyodermas 
have on daily living. 

A highlight of the conference was 
the presentation and discussion of 16 
well-prepared cases of such derma- 
toses as donovanosis, lymphogranu- 
loma venereum, and congenital eryth- 
ropoietic porphyria (Günther dis- 
ease). 

It is apparent that such joint 
conferences are most beneficial. The 
International Society of Tropical Der- 
matology will continue to sponsor 
similar meetings all over the world. 
The next will be in the Canary Islands 
and Madrid Nov 1-7, 1976. 


Patch Test Clinic.-The Third An- 
nual Patch Test Clinic will be held 
during the Academy of Dermatology 
meeting in Chicago in December 1976. 
Residents and physicians in practice 
are requested to work up cases for 
presentation at this clinic symposium, 
where they will be discussed by a 
panel of experts and the presenter. 
Three categories of presentations are 
to be considered: (1) the most instruc- 
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tive ease; (2) the most thoroughly 
worked up case; (3) and the most 
unusual case. Awards to honor 
achievement will be given to winners 
in these three categories. 

Those interested should submit a 
history and photomicrographs of the 
clinieal lesions as well as pateh test 
results of as many cases as they wish 
to submit in each of the three catego- 
ries to Dr William L. Epstein, MD, 
Department of Dermatology, Univer- 
sity of California at San Francisco, 
San Francisco, CA 94143. Prepare now 
for the deadline of Nov 1, 1976. 


Report of ICD Meeting, 1974.— The 
International Committee of Derma- 
tology (ICD) of the International 
League of Dermatological Societies 
met in Mexieo City from Oet 31 
through Nov 2, 1974, to plan the 15th 
International Congress of Derma- 
tology, which will take place in the 
same city, Oct 16-22, 1977. Professor 
Rafael Andrade is the chairman of the 
Program Subcommittee of the Mexi- 
ean Congress Committee. 

The congress will include the follow- 
ing: patient presentations; courses 
(the following topies were suggested: 
dermatopathology, immunology, pho- 
tobiology, structure and function, the 
dermis and its diseases, ionizing radi- 
ation in dermatology, and the physio- 
logie treatment of diseases of the 
skin); symposia (probably on syphilis 
and other venereal diseases, drug 
eruptions, leprosy, IgE anomalies in 
skin diseases, connective tissue dis- 
eases, psoriasis, virus diseases of the 
skin, dermatologic oncology, actinic 
dermatoses, porphyrias, vasculitis, 
dermatologic mycology, contact der- 
matitis, genodermatoses, acne, bullous 
eruptions, and pediatric dermatology); 
guest lectures; topics of current inter- 
est; workshops; informal discussion 
groups; free communications; and au- 
diovisual programs. 

Abstracts of the talks that will be 
given during the congress must be 
furnished by Jan 1, 1977. They cannot 
exceed 200 words in length and must 
be in English. The authors of the 
abstracts are requested to indicate in 
their abstract whether the paper will 
be published or has been published. 

For further information, contact 
Felix Sagher, MD, Secretary-General, 
International Committee of Derma- 
tology, Department of Dermatology, 
Hadassah University Hospital, PO 
Box 499, 91000 Jerusalem, Israel. 
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griscctuinin (microsize) tablets, U.S 
CLINICAL CONSIDERATIONS — — 
INDICATIONS Griseofulvin is indicated for 
the treatment of ringworm infections of the 
skin, hair, and nails, namely: Tinea corporis, 
Tinea pedis, Tinea cruris, Tinea barbae, 

Tinea capitis, Tinea unguium (onychomycosisg 
when caused by one or more of the following 
genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton men- 
tagrophytes, Trichophyton interdigitalis, 
Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton 
crateriform, Trichophyton sulphureum, 
Trichophyton schoenleini, Microsporum 
audouini, Microsporum canis, Microsporum 
gypseum, Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi re- 
sponsible for the infection should be identified. 

The use of this drug is not justified in 
minor or trivial infections which will respond 
to topical agents alone, 

Griseofulvin is not effective in the follow- 
ing: Bacterial infections, Candidiasis 
(Moniliasis), Histoplasmosis, Actinomycosis, 
Sporotrichosis, Chromoblastomycosis, 
Coccidioidomycosis, North American Blasto- 
mycosis, Cryptococcosis (Torulosis), Tinea 
versicolor. Nocardiosis. 
CONTRAINDICATIONS This drug is contra- 
indicated in patients with porphyria, hepato- 
cellular failure, and in individuals with a 
history of sensitivity to griseofuivin. 
WARNINGS Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections have not been established. 

Animal toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5-2.5% 
of the diet, resulted in the development of 
liver tumors in severa! strains of mice, 
particularly in males. Smaller particle sizes 
result in an enhanced effect. Lower oral 
dosage levels have not been tested. Sub- 
cutaneous administration of relatively small 
doses of griseofulvin, once a week, during 
the first three weeks of life has also been 
reported to induce hepatomata in mice. 
Aithough studies in other animai species 
have not yielded evidence of tumorogenicity, 
these studies were not of adequate design to 
form a basis for conclusions in this regard. 

in subacute toxicity studies, orally admin- 
istered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been seen 
in other species. Disturbances in porphyrin 
metabolism have been reported in griseofulvin- 
treated laboratory animals. Griseofulvin has 
been reported to have a colchicine-like effect 
on mitosis and cocarcinogenicity with methyl. 
cholanthrene in cutaneous tumor induction 
in laboratory animals. 

Usage in pregnancy: The safety of this drug 
during pregnancy has not been established. 

Animal reproduction studies: it has been 
reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic 
on oral administration to pregnant rats. Pups 
with abnormalities have been reported in 
the litters of a few bitches treated with griseo- 
fulvin. Additional animal reproduction studies 
are in progress, 

Suppression of spermatogenesis has been 
reported to occur in rats, but investigation in 
man failed to confirm this. 

PRECAUTIONS Patients on prolonged ther- 
apy with any potent medication should be 
under close observation. Periodic monitoring 
of organ system functions, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species 
of Penicillium, the possibility of cross sen- 
sitivity with penicillin exists; however, known 
penicillin-sensitive patients have been treated 
without difficulty. 

Since a photosensitivity reaction is occa- 
sionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure 
to intense natural or artificial suntight. Should 
a photosensitivity reaction occur, lupus 
erythematosus may be aggravated. 

Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that patients 
receiving these drugs concomitantly may 
require dosage adiustment of the anticoagu- 
lant during and after griseofuivin therapy. 


Barbiturates usually depress griseofulvin activ: 


ity and concomitant administration may require 
a dosage adjustment of the antifungal agent. 


ADVERSE REACTIONS When adverse 
reactions occur, they are most commonly of 
the hypersensitivity type, such as skin rashes, 
urticaria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of therapy 
and appropriate countermeasures. Paresthe- 
sias of the hands and feet have been re- 
ported rarely after extended therapy. Other 
side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness. 
insomnia, mental confusion, and impairment 
of performance of routine activities. 

Proteinuria and leukopenia have been re- 
ported rarely. Administration of the drug should 
be discontinued if graulocytopenia occurs. 

When rare, serious reactions occur with 
griseofulvin, they are usually associated with 
high mee long periods of therapy, or both. 

AVAILABLE in 125 mg., 250 mg., and 500 
mg. scored tablets. 
010 AUGUST 1973 

For more complete details, consult package. 
insert or Schering literature available from 
your Schering Representative or Professional 
Services Department, Schering Corporation, 
Kenilworth, New Jersey 07033. 







+ 





. SUSTAINED THERAPEUTIC E 
. PLASMA LEVELS WITH ONLY 
ONE TABLET A DAY 
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GRISEOFULVIN PLASMA LEVELS 
(mcg./ml.) 


Adapted from Symchowicz, S., and Katchen, B.: J. Pharm. Sci. 57:1383, 1968. 


The above graph depicts average peak serum plasma levels of FULVICIN-U/F following once-daily dosage 
of one FULVICIN-U/F 500 mg. tablet given before breakfast to six normal subjects for a seven-day period. 


m. Hours of fungistatic action at ringworm sites 


The above graph on plasma levels of FULVICIN-U/F 500 mg. in once-daily dosage indicates that this dosage is 
adequate to keep the antibiotic available for antifungal action in the keratin precursor cells where fungi have 
invaded. With the growth checked by the fungistatic action, the fungi are cast off as the keratin grows out and 
sloughs off. Healthy tissue replaces infected keratin of skin, hair, and nails. 


Clinical efficacy, safety, and convenience 


The Ultra-Fine form of FULVICIN®—in clinica! use for over 15 years— possesses two vital keys to success in 
long-term ringworm therapy: product familiarity, and the confidence that comes after years of effective and safe 
therapy. For your patient: dosage simplicity. The easy-to-remember, once-a-day routine that helps avoid dosage 
delinquency and the possibility of therapeutic setbacks when therapeutic plasma levels are not maintained. 








The Pharmacological Basis of Therapeutics, 
edited by Louis S. Goodman, MD, and Alfred 
Gilman, ed 5, 1704 pp, with illus, $30, Macmillan 
Publishing Co, Inc, 1975. 








‘It is with great pleasure that I 
received the fifth edition of this 
.. unique book. At the time of its publi- 
— eation, the first edition was the best 
and most useful text in English for 
.. the teaching of pharmacology; the 
^. current edition demonstrates the edi- 
—.. tors’ ability to define and meet, in a 
 eontinually innovative fashion, the 
physician’s needs. Three aspects of 
pharmacology that have been given 
expanded treatment, commensurate 
with the deluge of new information, 
are pharmacokinetics, drug interac- 
tions, and receptors. 

The dermatologist will find de- 
scriptions of most of the drugs that he 
dispenses condensed in the following 
eompaet sections: chapter 20, anes- 
theties; chapter 50, antiseptics, disin- 
fectants, fungicides, and ectoparasiti- 
cides; chapters 55 through 61, chemo- 
therapy of microbial disease; and 

chapter 70, corticosteroids. 

The editors did not prepare this 
book for the dermatologist, yet sev- 
eral sections provide thorough and 

-. easily read summaries for the resident 
— physician. Some sections relevant to 
=> dermatopharmacology do not reflect 
what I believe to be current thinking 
in that field. It is to be hoped that the 
sixth edition will include a dermato- 
pharmacologist as an editor, in order 

to reetify this situation. 

In summary, every resident and 
practicing physican will find the fifth 

edition a sound investment. 
Howarp MaiBACH, MD 
San Francisco 





Animal Models in Dermatology: Relevance to 
Human Dermatopharmacology and Dermatotoxicol- 
ogy, edited by Howard I. Maibach, MD, 278 pp 
with illus, $28, New York, Longman Ine, 1975. 

This book is a colleetion of papers 

. presented at a symposium at the 
University of California School of 

Medicine in San Francisco in Septem- 
ber 1974. Reviewers of books such as 
this never tire of piously noting that 
edited books with several eontributing 
. authors are uneven. What seems more 
. relevant to this volume is to comment 

on the markedly different interpreta- 





tions that these authors have made of 


their assigned subjeets. Thus, Mer- 
shon and Callahan have written a 
semiphilosophical essay containing 
the observation that "the dermato- 


logie relevance of an animal model, 
like beauty, often lies in the eyes of 
the beholder.” Marzulli and Maibach 
contributed a historical review of how 
the toxic potential of hexachlorophene 
was recognized and how this recogni- 
tion might have oceurred in less than 
the 20 years it required. 

By contrast, some authors provide a 
step-by-step “how-to” description. 
For example, Mills and Kligman 
encourage weekend vacations in de- 
scribing their assay of comedolytic 
agents in rabbit ears; they apply a tar 
solution (supplier’s address given) dai- 
ly Monday to Friday to induce come- 
dones and then apply the comedolytic 
agent starting the following Mon- 
day. 

Approximately one half of the book 
is devoted to 14 papers discussing 
irritation or sensitization of animal 
skin and percutaneous absorption in 
various animals. These studies have 
proceeded by measuring, for example, 
the irritaney of a group of chemicals 
in man and animals and noting the 
differences or similarities of relative 
potencies. The authors then suggest 
that tests in one or more specific 
animals should be useful in screening 
compounds for which such data are 
not available for human skin. 

The second half of the book is more 
disease- and drug-oriented. Thus, 
Jones describes animal dermatophyto- 
sis, Cushing describes hamster im- 
petigo, Rovee describes cutaneous 
wound repair in animals, Van Seott 
and Yu discuss their mouse vaginal 
assay for topical antipsoriatie drugs, 
Schlagel and Lorenzetti discuss the 
evaluation of topical glucocorticoid 
potency in animals, and Gelin 
describes the use of guinea pig skin to 
assay chemical-induced depigmenta- 
tion. 

This book diseusses the physiology 
of animal and human skin, not, in any 
detail, the essentially unknown com- 
parative biochemistry on which dif- 
ferences and similarities are based. It 


is likely that chemists and dermatol- - 


ogists actively pursuing new pharma- 
ceutical agents already know and use 
most of the models deseribed in this 
book. 

For those who wish to begin in this 
field or who wish to begin the study of 
the comparative biochemistry and the 
relationship of biochemistry to func- 
tion, this book should be especially 
useful. 

Ervin EPsTEIN, JR, MD 
Oakland, Calif 





HALOG* CREAM (Halcinonide Cream 0.1%) 


Each gram of Halog Cream (Haicinonide 
Cream 0.1%) contains 1 mg. haicinonide 
(0.1%) ina cream base. 


INDICATIONS: This productis intended for 
topical application for adjunctive therapy 
and symptomatic relief of inflammatory 
manifestations of acute and chronic corti- 
costeroid responsive dermatoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in vaccinia, varicella, and 
in those patients with a history of hyper- 
sensitivity to any of the components of the 
preparation, This preparation is not for 
ophthalmic use. 


PRECAUTIONS: General — if local infection 
exists, suitable concomitant antimicrobial or 
antifungal therapy should be administered. 
lf a favorable response does not occur 
promptly, application of the corticosteroid 
should be discontinued until the infection is 
adequately controlled. Aithough systemic 
side effects associated with absorption 

of topical corticosteroid preparations are 
rare, their possible occurrence must be 
kept in mind when these preparations are 
used over large areas or for an extended 
period of time. If irritation or sensitization 
develops, the preparation should be dis- 
continued and appropriate therapy instr 
tuted. Although topical steroids nave not 
been reported to have an adverse effect 

on pregnancy, the safety of their use during 
pregnancy has not been absolutely estab- 
lished: therefore, they should not be used 
extensively on pregnant patients, inlarge 
amounts, or for prolonged periods of time. 


Occiusive Dressing Technique — The use of 
occlusive dressing increases the percu- 
taneous absorption of corticosteroids; their 
extensive use increases the possibility of 
systemic effects. For patients with exten- 
sive lesions itmay be preferable to use a 
sequential approach, occluding one portion 
of the body at a time. The patient should be 
kept under close observation if treated with 
the occlusive technique over large areas 
and over a considerable period of time. 
Occasionally, a patient who has been on 
prolonged therapy, especially occlusive 
therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 
Thermal homeostasis may be impaired if 
large areas of the body are covered. Use 

of the occlusive dressing should be dis- 
continued if elevation of the body tempera- 
ture occurs. Occasionally, a patient may A 
develop a sensitivity reaction to a particular i 
occlusive dressing material or adhesive and 
a substitute materiai may be necessary. lf 
infection develops, discontinue the use of 
the occlusive dressing and institute appro- 
priate antimicrobial therapy. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, striae, skin atrophy, secondary 
infection, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. 
The following may occur more frequently 
with occlusive dressings: maceration of 

the skin, secondary infection, skin atrophy, 
striae, and miliaria. Contact sensitivity to a 
particular dressing material or adhesive 
may occur occasionaily (see PRECAUTIONS). 


For full prescribing information, consult 
package insert. 


HOW SUPPLIED: in tubes of 15 and 60g. 
andin jars of 2409. (Boz ). 


ELLISTE The Pncetess ingredient of every product, 





Halog (Halcinonide 
Cream 0.1%) 


Eczematous Dermatitis After 6 days therapy with Halog Cream 


One Halog picture 


Is worth 
a thousand words 


NEW 


For your . 
Sun-Sensitive 
Patients... 











Laboratory tests demonstrate 
the superiority of Super Shade 
in substantivity and 

cosmetic elegance, over the 
leading ‘Paba’ formula. 


Super Shade Sunblocking Lotion by Coppertone provides maximum 








super 
shade. 


SUNBLOCKING LOTION 
by Coppertone 





MAXIMUM PROTECTION 
for Sun Sensitive Skin. 


Especially effective for face, nose, 

or areas not sun conditioned. Used 

as directed, resists removal by 
perspiration or swimming. 


4 FL.OZ. 


X eal 


sunburn protection for sun-sensitive patients who enjoy the 
sun yet need the maximum filtering of the sun’s ultraviolet rays. 


SUBSTANTIVITY 


Super Shade is ideal for your patients who work or play all day 
outdoors in the sun. When used as directed -—its superior substan- 
tivity enables it to resist removal by perspiration and swimming. Lets 
your patient stay in the sun 10 times longer without burning than 
with no protection. Regular use of Super Shade helps prevent pre- 
mature aging and wrinkling of the skin due to overexposure to 


sunlight. 
COSMETIC ELEGANCE 


The superior cosmetic elegance of Super Shade permits an even, 
uniform coverage with no gaps or unprotected areas. Ihe user can 
see where Super Shade has been applied. Super Shade is a white, 
creamy, non-greasy lotion. Allows little or no tanning. 


Active ingredients: Para-aminobenzoic acid 5%. Alcohol 60%. 
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HISTOPATHOLOGY 
OF THE SKIN 
By WALTER F. LEVER, M.D.; 


and GUNDULA SCHAUM- 
BURG-LEVER, M.D. 


THE MOLECULAR BIOLOGY 


OF SKIN 
By PAUL D. MIER, Ph. D.; 
and DENNIS W.K. COTTON, Ph.D. 


| | New 
CLINICAL TROPICAL 
DERMATOLOGY 

Edited by 

ORLANDO CANIZARES, 

| M.D., F.A.C.P. 


TEXTBOOK OF 
DERMATOLOGY 

2nd Edition 

Edited by 

ARTHUR ROOK, M.D., F.R.C.P.; D.S. 
WILKINSON, M.D., F.R.C.P.; 

and F.J.G. EBLING, D.Sc., Ph.D. 


MANUAL OF SKIN 
DISEASES 

3rd Edition 

By GORDON C. SAUER, M.D. 


CUTANEOUS LESIONS 
OF THE 

LOWER EXTREMITIES 
By M.H. SAMITZ, M.D., M.Sc. (Med.); 
and ALAN S. DANA, Jr., M.D. 


Lippincott 


J. B. Lippincott Company 
East Washington Square 
Philadelphia, Pa. 19105 





/— New (5th) Edition 1. Rewritten to include more than 20 additional diseases, and with a 


i This comprehensive book integrates the. 


- A modern approach to tropical dermatolog 


. Here is à compact, well-illustrated guide to di: 


. An original, brilliantly-illustrated atlas/text off 
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co-author responsible for the 50-plate appendix of eleetron mierc 
graphie illustrations, this edition is sure to be more valuable. than an 
previous one. Major changes have been made in the description of the. 
lymphomas, the bullous dermatoses, and the metabolic diseases. | 
793 pages / 386 illustrations, 8 in color / 50 electron micrographs .. 
/ Sth edition, 1975 / $52.00 po EE 


TO 





and dermatology and shows how the expa 
throws new light on understanding the: 
of skin disease and its effective treat 
mental pathology of the skin, and dise 
covered. m 
469 pages / 92 illustrations, 6 in color 


of human geography rather than on the $ 
geography. Tropical dermatoses are dis 

clinical features, laboratory and differe 
treatment. Contributors are experts fro 
464 pages / 265 illustrations, 135 in color / 


- "The textbook will continue to be a superb reference book which should - : 


detailed, and well-written survey of the field of dermatology.” 
—Journal of Investigative Dermatology NC CN 
2078 pages / 1100 illustrations / 2nd edition, 1972 /.2 vols. slip-cased, —— 


be available to all dermatologists; it is admirable as a comprehensive, — 












(including prescriptions) of all common. skin. dis 
graphs and diagrams presented side-by-side for m 
chapter on pediatric dermatology is new to this ed 
351 pages / 259 color, 353 black-and-white ill 
1973 / $24.00 = 


solid help in diagnosis and management of a 
extremity skin lesions, including those with systemic 
various organ systems. Content ranges from the role of er 
pedal intertrigo, and the vagaries of necrotizing vasculitides 
infections acquired in Vietnam. 
198 pages / 135 color illustrations / 1971 / $28.00 
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Please send me the books | have circled: 1 2 
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L] Payment enclosed/save postage & handling 


[] Charge & bill me/plus postage & handling 


Also available at your medical bookstore E 1 
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So effective the first time around, 


it's seldom needed a second 





As these KOH slides suggest, MicaTin 
promises a high rate of mycological 
clearance for die-hard fungal infections 
(tinea pedis, tinea corporis and tinea 
cruris) due to Trichophyton rubrum, 
Trichophyton mentagrophytes and 
Epidermophyton floccosum. And gen- 
erally it keeps them clear. In the 
majority of patients, symptomatic relief 
occurs promptly* — usually within one 
to two weeks. And by the end of the 
fourth week, the majority of infections 
are clinically and mycologically clear.* 
But the value of MicaTin doesn't end 
here. Follow-up studies reveal a low 
incidence of relapse as confirmed by 
KOH tests and cultures. * 


Now expanded indications 

The high efficacy of MicaTin has now been docu- 
mented* in CANDIDIASIS and TINEA VERSI- 
COLOR. Candida infections should be treated for 
two weeks in order to reduce the possibility of 
recurrence. Patients with tinea versicolor usually 


exhibit clinical and mycological clearing after two 


weeks of treatment. 





—————————————————— — MÀ HÓ 





Clinical 
Conversion Clearance or 
Pathogen Infection KOH Culture Improvement 
Trichophyton Tinea pedis 82% 86% 88% 
rubrum 
Trichophyton Tinea 
mentagrophytes corporis | nan 
Epidermophyton Tinea [ 9» 08 i 
floccosum cruris — | 
Candida Candidiasis? 92% 86% 88% 
albicans 
Malassezia Tinea 90% — 95% 
furfur versicolor 





Low incidence of side effects 
MicaTin generally has a low incidence of side 


effects, which is one reason why it is so well accept- 


ed by most patients. Another reason is the fact 
that MicaTin smooths into the skin without 
staining and without offensive odor. There have 


been a few isolated reports of “burning” sensation, 


irritation and maceration with MicaTin; and it 
should not be used in patients with known hyper- 
sensitivity to any of its ingredients. 

* Data for tinea pedis is based on 4 weeks' therapy in 138 patients; 
tinea cruris and tinea corporis— 4 weeks' therapy in 50 patients; 
tinea versicolor — 2 weeks' therapy in 38 patients; candidiasis — 


2 weeks' therapy in 23 patients and 4 weeks' therapy in 20 pa- 
tients. Data on file, Dermatological Division, Johnson & Johnson. 


*The recommended duration of treatment for candidiasis is two 


weeks. However, the data above are based on two study groups, 
the earlier of which followed a four-week protocol. (There was no 
significant difference in effectiveness between the two groups.) 


Micalin 


BRAND 


Slide #1. (1/29) — KOH at initiation of treatment — 
49-year-old male with chronic tinea pedis culturing 
T. rubrum. 

Slide 42.(2/27) - KOH, same PAGARE = CONNU 
of course of treatment. 

Slide 43. (3/27) — Follow-up KOH, 29 days following 
discontinuance of treatment. 


MicaTin 
brand miconazole nitrate 2« 
Cream 


Description: MicaTin brand miconazole nitrate 
cream 2% contains miconazole nitratet 2%, formu- 
lated into a water miscible base consisting of pegoxol 
7 stearate, peglicol 5 oleate, mineral oil, benzoic 
acid, and butylated hydroxyanisole. 
Actions: Miconazole nitrate is a synthetic antifungal 
agent which inhibits the growth of the common der- 
matophytes, Trichophyton rubrum, Trichophyton 
mentagrophytes, and Epidermophyton floccosum, the 
yeast-like fungus, Candida albicans, and the organ- 
ism responsible for tinea versicolor (Malassezia . . 
furfur). 
Indications: For topical application in the treatment 
of tinea pedis (athlete's foot), tinea cruris, and tinea 
corporis caused by Trichophyton rubrum, ‘Tricho- 
phyton mentagrophytes, and Epidermophyton floc- 
cosum, in the treatment of cutaneous candidiasis 
(moniliasis), and in the treatment of tinea versicolor. 
Contraindications: MicaTin has no known contra- 
indications. 
Precautions: If a reaction suggesting sensitivity or 
chemical irritation should occur, use of the medica- 
tion should be discontinued. 
For external use only. Avoid introduction of MicaTin 
brand miconazole nitrate cream 2% into the eyes. 
Adverse Reactions: There have been isolated reports 
of irritation, burning, and maceration associated 
with application of MicaTin. 
Dosage and Administration: Sufficient MicaTin 
cream should be applied to cover affected areas 
twice daily (morning and evening) in patients with 
tinea pedis, tinea cruris, tinea corporis, and cutane- 
ous Candidiasis and once daily in patients with tinea 
versicolor. In intertriginous areas the cream should 
be applied sparingly and smoothed in well to avoid 
maceration effects. 
Early relief of pruritus (first week) and early clinical 
improvement (one to two weeks) have been seen in 
treatment of infections caused by common derma- 
tophytes. Even though clinical improvement may be 
seen fairly soon after treatment is begun, Candida 
infections should be treated for two weeks and der- 
matophyte infections for one month in order to reduce 
the possibility of recurrence. If a patient shows no 
clinical improvement after a month of treatment, the 
diagnosis should be redetermined. Patients with tinea 
versicolor usually exhibit clinical and mycological 
clearing after two weeks of treatment. 
How Supplied: MicaTin brand cream 2% containing 
miconazole nitrate 2% strength is supplied in 1 oz. 
and 15 g. tubes. 

* Chemical name: 1-[2,4-dichloro-8- j (2,4-dichloro- 
benzyl) oxy phenethyl) imidazole mononitrate. 


an ethical specific 
from the Dermatological Division of 


New Brunswick, New Jersey 08903 


Cream 





miconazole e 


nitrate 


Cream:1 oz. and 15 gm. tubes bv prescription onlv. 


You dont have 


1» ask your patients to 
sacrifice their skin 

to effectively treat 
their acne. 

















Use 
Fersa-Gel. 





.. 9 Reduction of: | 
Total Lesions Comedones 








A clinical test* shows Persa-Gel to be ™ 
as effective as tretinoin cream in the lower- 
ing of the lesion count (pustules, papules 
and comedones), on unselected patients, 
without excessive erythema and peeling. — 


























Persa-Gel. EE Mm 
(BENZOYL PEROXIDE) Aa tel See 


NE aie 56 doy 22 Pts, Avg. 46 days 
9 , Avg. E 

Unique Acetone Gel 5% and 10% *Data on file, Texas Pharmacal Company. 

uM TEXAS PHARMACAL COMPANY 


See next page for full prescribing information. 
San Antonio, Texas 78296 


. Unique 
acetone bose 
enhances 

stability 
and cosmetic 
acceptability. 


Two and one-half year dating 
No refrigeration required 












CAUTION: Federal law prohibits dispensing without prescription. 
DESCRIPTION: Persa-Gel™ 5% contains 5% benzoyl peroxide; Persa-Gel™ 
10% contains 10% benzoyl peroxide; in a gel base containing acetone, 
carboxyvinyl polymer, triethanolamine, sodium lauryl sulfate, propylene 
glycol and purified water. 
ACTIONS: Benzoyl peroxide is primarily effective because of its drying, 
peeling and antiseptic action. 
INDICATION: For adjunctive topical therapy of acne vulgaris. 
CONTRAINDICATIONS: Benzoyl peroxide is contraindicated in patients 
with acute inflammation and in patients with a history of hypersensitivity to 
any of the components of the preparation. 
PRECAUTIONS: If excessive irritation develops, discontinue use and institute 
appropriate therapy. After the reaction clears, treatment may often be resumed 
with less frequent applications. Avoid contact with eyes, eyelids, lips and other 
mucous membranes, and anterior neck. May bleach hair and colored fabrics. 
ADVERSE REACTIONS: Allergic contact dermatitis and severe erythema with 
crusting have been reported with topical benzoyl peroxide. 
DOSAGE AND ADMINISTRATION: Persa-Gel^* (benzoyl peroxide) should 
be applied thinly to cover affected area after cleansing with non-medicated 
soap and water or a degreaser. Initial application once daily before bed- 
time is recommended, increasing to twice daily as tolerance develops. Feel- 
ings of warmth and stinging and slight erythema may be noted initially. It is 
advisable to initiate therapy with Persa-Gel^* 5% shifting to the use of 
Persa-Gel^" 10% after 3 or 4 weeks, or earlier if tolerance to the 5% has 
been determined. Therapeutic results are usually seen within 2 weeks with 
continued improvement therafter. 
HOW SUPPLIED: Persa-Gel^* 5% 1.5 oz. tubes 

(NDC0064-8610-31) 

Persa-Gel™ 10% 1.502. tubes 

(NDC0064-8600-31) 


Persa-Gel. 
(BENZOYL PEROXIDE) 


Unique Acetone Gel 5% ans 10% 


^, TEXAS PHARMACAL COMPANY 
YZ San Antonio, Texas 78296 


Announcement of 


THIRD ANNUAL 
DERMATOCRYOSURGICAL SEMINAR 


Registration-Fairmont Hotel, New Orleans, La. 
Lectures and Laboratory- 
Louisiana State University School of Dentistry 


Sponsored by 

RUDOLPH ELLENDER MEDICAL FOUNDATION 

Co-sponsored by 

American Society of Contemporary 
Medicine and Surgery 
A.M.A. and A.A.D.—Approved 

This continuing medical education activity meets 
the criteria for 10 hours credit in Category 1 for 
the Physician’s Recognition Award 
Endorsement—American Society for 

Dermatologic Surgery 


Saturday, October 2, 1976 
and 
Sunday, October 3, 1976 


Topics: Cryobiology, Cryosurgical Therapy of 
Benign and Malignant Lesions, Deep 
Malignancies of the Head and Neck, 
Cryotherapy of Acne and Lid Adnormal- 
ities and Instrumentation 


Dermatology 

Faculty: Richard F. Elton, M.D. 
Andrew Gage, M.D. 
Gloria Graham, M.D. 
Ronald R. Lubritz, M.D. 
Peter Mazur, Ph.D. 
Thomas J. Meek, M.D. 
William F. Spiller, M.D. 
Douglas Torre, M.D. 
Setrag A. Zacarian, M.D. 

Ophthalmology 

Faculty: Frederick T. Fraunfelder, M.D. 
John Sullivan, M.D. 


Clinical Demonstrations—Cryosurgical Tech- 
niques on patients 
via live closed circuit 
TV 


Tuition: $175.00 


For further information contact 

A. V. Ravagni, Roof, Delta Towers, Canal at 
Claiborne, New Orleans 70112 

Ph: 504-524-9729 


LADIES DAY ACTIVITIES PLANNED 
Tours, French Quarter and Garden District 
Homes 
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Proven in tinea pedis. 


Comparative efficacy of Haloprogin and a leading topical antifungal agent in tinea pedis 















No. of Patients Improved After Maintained Improvement - UT 
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No. of Patients Negative After Maintained Negati 
KA | Treated 27 Days Rx . 8DaysPostHx . Pe. i: 
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No. of Patients Negative After Maintained Negati 
Mir | Treated _ 27 Days Rx 8 Daye Posim nisse a Liu 
1% Haloprogin © | 52 46 | ER. ais = ur ag opem 
1% Tolnaftate 17 11 "à | DE T ETE 





Pre-Treatment After 4 Weeks of Treatment After 6 Weeks of Treatment 


Halotex has been proven in other tineas; 
tinea cruris, tinea corporis, tinea manuum, and tinea versicolor. 


tinea in its tracks, 
with one R. 


Consider the many benefits of 
Halotex when you next write for 
a topical antifungal agent. 


* Effective: Proven against most 
common tinea pathogens. 


* Proven: In 1,062 patients, only 29 
reported either itching or burning 
associated with application 


* Economical: Priced with patient 
economy in mind. 


Halotex provides controlled therapy, Rx only. It is available in both liquid and cream 
forms packaged in 30 g tubes for cream and in 30 ml bottles of liquid... adequate 
dosage for full treatment periods. A 10 ml bottle of liquid is available for small areas. 
It is a single entity product, nongreasy, nonstaining. 


Halotex (haloprogin) 


1% Cream/Solution 


One E is usually enough. 








LLIESTLLIOOD 


1. Carter, Vernon H.: Current Therapeutic Research, Vol. 14, No. 6. June 1972, pp. 307-310. PHARMACEUTICALS INC 
Buffalo, New York 14213 


2. Data on file Westwood Pharmaceuticals Inc. 
° In Canada, Belleville, Ontario KB8N5E9 


See next page for full prescribing information. 


61976. W.P. Inc. 





ab A 1%. Creari/Salütion 
ution: Federal law prohibits 
pen: ing without prescription. 
jes cription: Halotex cream provides 1% halo- 
ogin ina water-dispersible, semi-solid 
am base. Each gram contains 10 mg. halo- 
rogin solubilized in polyethylene glycol 400, 
polyethylene glycol 4000, diethyl sebacate 
"and polyvinylpyrrolidone. Halotex solution 
rovides 1% (10 mg. per ml.) haloprogin in a 
"homogeneous vehicle of diethyl sebacate and 
Icohol. 








ction: Halotex is a synthetic antifungal agent 
for the treatment of superficial fungal infec- 
; tions of the skin. 


Indications: Halotex cream and solution are 
"indicated for the topical treatment of tinea 
‘pedis, tinea cruris, tinea corporis and tinea 
manuum due to infection with Trichophyton 
übrum, Trichophyton tonsurans, Trichophy- 
pidermophyton o. It is also useful 
ithe topical treatment of tinea versicolor 
ue to Malassezia furfur. 





ntraindications: Halotex preparations are 
-contraindicated in those individuals who have 
“shown hypersensitivity to any of the com- 
ponents. 


Warning: USAGE IN PREGNANCY — Safety 
orusein pregnancy has not been esta blished. 


o Precautions: in case of sensitization or irrita- 
* cen due to Halotex cream or solution or any 
iof the ingredients, treatment with these prep- 
< arations should be discontinued and appro- 
c. priate therapy instituted. 
^... Af a patient shows no improvement after four 
|o weeks of treatment with Halotex cream or 
^'solution, the diagnosis should be redeter- 
-;.mined. In mixed infections where bacteria or 
<<. monsusceptible fungi are present, supplemen- 
tary systemic anti-infective therapy may be 
i: indicated. 
** «For external use only. KEEP OUT OF EYES. 


s Adverse Reactions: Reactions reported in- 
oO clude: (1) local irritation, burning sensation, 
_ vesicle formation, and (2) increased macera- 
tion, pruritus or exacerbation of pre-existing 
< Jesions. 




















Dosage and Administration: Halotex cream 
and solution should be applied liberally to the 
affected area twice daily for two to three 
weeks. Interdigital lesions may require up to 
; four weeks of therapy. 


How Supplied: Halotex? cream 1% (10 mg. 
“ perg.) 30 g. collapsible aluminum tube NDC 
0072-7130-02. 

Halotex* solution 1% (10 mg. per mi.) 10 ml. 
polyethylene bottle with controlled drop tip 
NDC 0072-7210-02 and 30 mi. polyethylene 
bottle with controlled drop tip NDC 0072- 
7230-02. 


HaLgrex | i 





WESTWOOD 
PHARMACEUTICALS INC. 
Buffalo, New York 14213 

in Canada, Belleville, Ontario K8N 1E2 
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Owen Owen Laboratories Dallas, Texas 
Division of Alcon Laboratories, Inc. 


Advanced Topicals in Dermatology 


| | Therapeutic cleansing 
* Predictable desquamatior 


Lemon 


senso 





lonax® Scrub Cleansing Therapy: 

e Contains no sulfur 

eDeleterious to Corynebacterium acnes 

eUniquely dissolves and emulsifies 
lipids and debris 

e Patient preferred 

eDermatologists only — presented to you 
for your patients 

Contains: polyethylene granules, Owenethers: 

(special blend of polyoxyethylene ethers), 

alcohol 10%, and benzalkonium chloride 

in a nonionic/cationic base 
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5% PABA GEL/LOTION 


UlESTWOOD . 
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When tetracycline therapy is warranted, the 
appearance of | | 

Sumycin HCI (Tetracycline Hydrochloride) 
on your prescription helps insure that the 
high quality, yet economical, brand you 
know and trust will be dispensed. 


brand they dispense more often than any 
other is Sumycin HCI. 





Write it...to be sure 





SUMYCIN HCI 
(Tetracycline Hydrochloride) 


In choice of tablets or capsules, 
. both 250 mg. and 500 mg. strengths. 






ecommendedforlong-term adjunctive therapy in severe acne. 


And when pharmacists have the choice, the 





































Sumycin '250' Hydrochloride Caas aod | 
'500' Hydrochloride Capsules. (T etracycline Hyd g 
chloride Capsules U.S.P.) contain 250 mg. and 500 
mg. crystalline tetracycline hydrochloride, respe 
tively. Sumycin ‘250’ Hydrochloride Tablets and 
Sumycin '500' Hydrochloride Tablets (Tetracyclin 
Hydrochloride Tablets N.F.) contain 250 mg. and 500 
mg. tetracycline hydrochloride, fespoctiveiy: s i 


Contraindications: Contraindicated in persons Who have shown 
persensitivity to any of the tetracyclines. EUM 


Warnings: Use of tetracycline. particularly long-term u use bt also.in 
repeated short-term courses, during tooth development. (fast half wf 
pregnancy, infancy, and up to 8 years of age) may cause permanent: 
tooth discoloration: enamel hypoplasia has also been repo 
Therefore, tetracycline should not be used in this age gr up un 
other drugs are not likely to be effective or are contraindicated: 
H renal impairment exists. lower-than-usual doses are indwated 
avoid systemic accumulation and possible liver toxicity; on prolon 
use. tetracycline serum level determinations may be advisab! 
antianabolic action of tetracyclines may cause an increase in 
patients with significantly impaired renal function higher se 
eis may lead to azotemia, hyperphosphatemia and: acidosis 
dynamic reactions, although rare with tetracycline, may occu 
evidence of skin erythema, discontinue tetracycline. Advise photo 
sensitive patients to avoid direct sunlight or ultra-violet ight. xu 
Usage in pregnancy: (see Warning about use during toot di (e 
opment.) Based on animal studies, tetracyclines cross thep i 
are found in fetal tissues, and can have toxic effects (often ri 
tion of skeletal development) on fetus; embryotoxicity has als 
noted in animals treated early in pregnancy. l 
Usage in newborns, infants, and children: (see warning. about: AS 
during tooth development.) Tetracyclines form a stable” calcium . 
complex in any bone-forming tissue. A decrease in fibula: growth: 
rate (reversible on discontinuation of drug) has been observed: in 
prematures given 25 mg. / kg. q. 6 h. orally. SOP BSS 
Tetracyclines are present in the milk of lactating women who are. ee 
taking a drug in this class. D 

















Precautions: Watch for signs of secondary infection due to nónsusS- - =o 
ceptible organisms including fungi: discontinue drug and: institute < ERU 
appropriate therapy if this occurs. Superinfection of the bowel. by... 
staphylococti may be life threatening. In venereal diseases with sus- o. 
pected coexistent syphilis, patients should have darkfield. éxam- ^ 
inations before therapy and monthly serologic tests for at least 4. 7 
months. Because the tetracyclines have been shown to depress’. 
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psoriasis, for which he had used numerous 
topical medications with varying success. 
When seen again after a prolonged absence, 
eruption was severe on scalp, hairline, 
elbows, and on shoulders and back. 


COPYRIGHT © 1975, SCHERING CORPORATION. ALL RIGHTS RESERVED. 





Fireman, Mr. S. B., victim of psoriasis for 10 years 








Striking reduction of erythema and 
scaling after treatment with VALISONE 
Cream b.i.d. for 22 days" 


Patient was instructed toapply VALISONE Cream 0.1% 

to lesions twice daily without occlusive dressings. When seen 
22 days later, there was striking improvement, with plaques 
showing less erythema and scaling. Patient was instructed 
to continue therapy with VALISONE Cream twice daily 
without occlusion. 


*Case history and photographs in Files of Headquarters 
Medical Research Division, Schering Corporation. 


FALSONE 


brand 
5p a 


ae OINTMENT 0.1% 


the topical steroid for prompt 
anti-inflammatory relief of mild-to-severe 
corticosteroid-responsive dermatoses 





NOW AVAILABLE: 


VALISONE® REDUCED STRENGTH CREAM 0.01% 
brand of betamethasone valerate) 


‘tor low-cost maintenance therapy of chronic psoriasis 


Clinical success 
comes in all forms 













For contact 
dermatitis only— SCHER 
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" For corticosteroid- 
` responsive dermatoses — 


For corticosteroid- 
responsive dermatoses— 


Valisone 
Cream/Ointment 


tamethasone valerate, NF 


Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol 0.15%/Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment 
are indicated for relief of the inflammatory manifestations of corti- 
costeroid-responsive dermatoses. VALISONE Reduced Strength 
Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Lotion is indicated 
only inthe topical management of seborrheic dermatitis of the scalp. 
VALISONE Aerosol is indicated, solely, for adjunctive topical man- 
agementto relieve the inflammatory manifestations of acute contact 
dermatitis. Contraindications: Topical steroids are contraindicated in 
tuberculosis of the skin and some viral diseases of the skin (varicella 
and vaccinia). Topical steroids are also contraindicated in those 
patients with a history of hypersensitivity to any of the components of 
the preparations. VALISONE Aerosol is contraindicated for use under 
occlusive dressings. Warnings: Keep the spray of VALISONE Aerosol 
away from eyes and other mucous membranes; avoid inhaling. Avoid 
freezing of the tissue by not spraying for more than 3 seconds, at a 
distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Do not expose 
to temperatures above 120°F. Keep out of reach of children. Never 
throw container into fire or incinerator. Precautions: If irritation or 
sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the 
presence of infection, the use of an appropriate antifungal or anti- 
bacterial should be instituted. If favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. If extensive areas are treated, 
or if the occlusive technique is used, the possibility exists of suffi- 
cient systemic absorption to produce adrenal suppression and sys- 
temic corticosteroid effects may occur; suitable precautions should 
be taken. Inafew cases, ulceration has been reported with the use of 
topical steroids for skin conditions involved with impaired circulation 
(i.e., stasis dermatitis). Usage in Women of Childbearing Age: The use 
of any drug during pregnancy and the lactation period or in women of 
childbearing age requires that the potential benefits of the drug be 


weighed against the possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have an adverse effect on 
the fetus, but the safety of their use in pregnant patients has not been 
definitely established. They should not be used extensively or for 
prolonged periods of time in pregnant patients, unless the condition 
requiring treatment warrants the risk. VALISONE products are not for 
ophthalmic use. Adverse Reactions: The following adverse reactions 
have been reported with topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, acneform eruptions, 
and hypopigmentation. The following may occur more frequently 
with occlusive dressings than without such therapy: maceration of 
the skin, secondary infection, atrophy of the skin or subcutaneous 
tissues, striae, miliaria. Dosage and Administration: VALISONE Cream, 
Ointment, and Reduced Strength Cream are applied as a thin film 
over the affected skin areas one to three times a day. Clinical studies 
of VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 
Although occlusive dressings are required infrequently, they may 
enhance therapeutic efficacy in certain refractory lesions of psoria- 
sis and other dermatoses that are difficult to treat. Apply a few drops 
of VALISONE Lotion to the affected area of the scalp and massage 
lightly until it disappears. Apply twice daily, in the morning and at 
night. Dosage may be increased in stubborn cases; following im- 
provement, apply once daily. Apply VALISONE Aerosol three to four 
times a day. The container may be held upright or inverted during 
use. The spray should be directed onto the.affected area from a 
distance of approximately 6 inches and applied for only 3 seconds. 
Aerosol packaged by Aerosol Techniques, Inc., Armstrong Labora- 
tories Division, West Roxbury, MA. 02132. For more complete details, 
consult package insert or Schering literature available from your 
Schering Representative or Professional Services Department, 
Schering Corporation, Kenilworth, New Jersey 07033. MARCH 1974 
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Pustular Acne Gently! 
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E LOTION 

Contains Sodium Sulfacetamide. Prior m due 
EU powder from Vial to Lotion. The compe: 
Mun Sulfacetamide 10%. Hydrocortisone 

- Use Within 4 Months of Dispensing 
NM indications — Acne Vulgaris. Shake Wel $ 
law prohibits dispensing without peice 
rom Eyes. (Keep this and all ote m 
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Net Wt as Dues 


Soft as a Fleecy Cloud. 





Sodium Sulfacetamide 10%, 


SULFACET-HC 


Hydrocortisone Alcohol 1296, Sulfur Colloid 596. 


Drying without Irritation. 


SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 


DESCRIPTION (As Dispensed) 


Hydrocortisone 0.5%W/V 
Sodium Sulfacetamide 10.0%W/V 
Sulfur Colloid 5.0%W/V 


in a water-washable lotion containing purified water, zinc 
oxide, talcum, propylene glycol, titanium dioxide, natural 
clays, fatty acid amide, iron oxides, ethoxylated esters, 
natural and synthetic gums, organic salts, sodium chlor- 
ide and bisulfite, sequestrant, butyl and methyl parabens 
and 2-Bromo-2-nitropropan-1,3-diol. 

ACTIONS — Keratolytic, peeling, drying and antisebor- 
rheic action. 

INDICATIONS — Acne vulgaris, acne rosacea and sebor- 
rheic dermatitis. 

CONTRAINDICATIONS — Topical steroids are contra- 
indicated in viral diseases of the skin such as varicella 
and vaccinia. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any 
of the components of the preparation. This preparation 
is not for ophthalmic use. Topical steroids should not be 
used when circulation is markedly impaired or in patients 


with kidney disease or those who have previously exhib- 
ited sensitivity to sulfonamides. 
WARNINGS — USAGE IN PREGNANCY: Although 
topical steroids have not been reported to have an ad- 
verse effect on the fetus, the safety of their use in 
pregnant females has not been absolutely established. 
Therefore, they should not be used extensively on preg- 
nant patients or in large amounts or for prolonged 
periods of time. 

PRECAUTIONS — For External Use Only. Keep Away 
From Eyes. Sensitivity to sulfacetamide may occur. Cau- 
tion and careful supervision should be observed when 
prescribing these drugs for patients who may be prone 
to hypersensitivity to topical sulfonamides, particularly 
if areas of denuded or abraded skin are involved. If 
irritation develops, the product should be discontinued 
and appropriate therapy instituted. In the presence of 
an infection, the use of the appropriate antifungal or 
antibacterial agents should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated or if 


the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. 

ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
either with or without occ!usive dressings: burning sen- 
sations, itching, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. Hypersensitivity to the 
sulfonamides indicated by previous toxic reaction such 
as agranulocytosis, acute hemolytic anemia, purpura 
hemorrhagica, drug fever, jaundice or contact dermaritis. 
DOSAGE AND ADMINISTRATION — Apply a small 
quantity to the affected areas two to three times daily. 
The skin should be thoroughly cleansed and applications 
blended in with light massaging. Consult physician for 
advice on diet and other factors in control of acne. 
HOW SUPPLIED — Lotion, bottles, 1 oz. and 2 oz. as 
dispensed. 
CAUTION — 
out prescription. 


Federal law prohibits dispensing with- 
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‘That sms looks 
d like a staph lesion. 
But a penicillin wont do 
for him. 


This could be a case 
for MINOCIN” 


MINOCYCLINE HCI 








Its your deci sion clinical evidence 


confirms your decision 


3 
fi [ u | | B MINOCIN therapy provided a satisfactory 
clinical response in skin/soft tissue infec- 


tions due to Staphylococcus aureus in 24 of 
25 patients.t 


Sta h aureus E in another trial, MINOCIN resolved skin/ ` 
e soft tissue infections due to Staph. aureus in 


12 of 13 patients.T 


a e 
*Therapy should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of causative 
pathogens to MINOCIN Minocycline HCI. 


TTetracyclines are not the drugs of choice in the treat- 


* * 
~ ment of any type of staphylococcal infection. MINOCIN 
is indicated for treatment of Staphylococcus aureus 
skin and soft tissue infections only when bacteriologic 


tests indicate appropriate susceptibility to the drug. 


MINOCYCLINE HUI 


Before prescribing MINOCIN, please see a summary of product information, includ- 
ing Warnings, Precautions and Adverse Reactions, which appears on next page. 


216 















A * ^ RT VR | 
" ow io * e. 
AES. > D$. d 


t 


D. a" 
i 4 j^ 
t m « n a! " 4 p“ 1 5 
* 2 a : CM oo ts VEM s 
T - e s — ae r d P 
Er Jw ;. of si e 1 
-- "b. yy o TN V vm > as ae F ^ 
| AS Si LE. am TEL. 





Reflecting on your decision in 
susceptible skin and soft tissue infections* | 





MINOCIN 


® 


CAPSULES 100 mg and 50 mg 
SYRUP 50 mg/5 cc 
INTRAVENOUS 100 mg/vial 





MINOCYCLINE HCI 


E b.i.d. dosage promotes patient compliance 
— 200 mg initially, 100 mg q. 12 h. If more fre- 
quent oral doses are preferred, 2 or 4 50-mg 
Capsules may be given initially, followed by 
one 50-mg capsule 4 times daily 


BU Effective against skin and soft tissue infections 
caused by susceptible pathogens; including 
Staph. aureus. Tetracyclines are not the drugs 
of choice in the treatment of any type of staph- 
ylococcal infection. MINOCIN is indicated for 
treatment of Staphylococcus aureus skin and 
soft tissue infections only when bacteriologic 
tests indicate appropriate susceptibility to the 
drug 


B Penetrates skin, muscle, sebum, sweat. 
Tissue penetration is regarded as essential to 


therapeutic efficacy but specific penetration 
levels have not been directly correlated with 
specific therapeutic effects 


E Photosensitivity rarely reported 


E Enamel hypoplasia/tooth staining can occur in 
children under eight 


li CNS side effects including lightheadedness, 
dizziness, or vertigo have been reported with 
MINOCIN. Patients who experience these 
symptoms should be cautioned about driving 
vehicles or using hazardous machinery while 
on minocycline therapy 


* Therapy should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of causative 
pathogens to MINOCIN Minocycline HCI. 
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MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary 


Contraindications: Hypersensitivity to any tetracycline 


Warnings: Intravenous use, particularly in pregnancy, in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. When need for intensive treatment outweighs 
potential dangers, perform renal and liver function tests before and during therapy: also follow 
serum concentrations. In renal impairment, usual doses may lead to excessive accumulation and 
liver toxicity. Under such conditions, use lower total doses. and. in prolonged therapy. determine 
serum levels. This hazard is of particular importance in I.V. use in pregnant or postpartum 
patients with pyelonephritis. In such cases, the blood level should not exceed 15 mcgm /ml. and 
liver function tests should be made at frequent intervals. Do not prescribe other potentially 
hepatotoxic drugs concomitantly. The use of tetracyclines during tooth development (last half of 
pregnancy, infancy and childhood to the age of 8 years) máy cause permanent discoloration of the 
teeth (yellow-gray-brown). This is more common during long-term use but has been observed 
following repeated short-term courses. Enamel hypoplasia has also been reported. Tetracyclines, 
therefore, should not be used in this age group unless other drugs are not likely to be effective or 
are contraindicated. Photosensitivity manifested by an exaggerated sunburn reaction has been 
observed in some individuals taking tetracyclines. Advise patients apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur. and discontinue treatment at first 
evidence of skin erythema. Studies to date indicate that photosensitivity is rarely reported with 
MINOCIN Minocycline HCI. In patients with significantly impaired renal function. the 
antianabolic action of tetracycline may cause an increase in BUN leading to azotemia, 
hyperphosphatemia, and acidosis. CNS side effects (lightheadedness, dizziness, vertigo) have 
been reported, may disappear during therapy. and always disappear rapidly when drug is 
discontinued, Caution patients who experience these symptoms about driving vehicles or using 


hazardous machinery while taking this drug. Pregnancy: In animal studies, tetracyclines cross the 
placenta. are found in fetal tissues, and can have toxic effects on the developing fetus (often 
related to retardation of skeletal development). Embryotoxicity has been noted in animals treated 
early in pregnancy. Newborns, infants and children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given oral doses of 25 mg./kg. every 6 hours, 
demonstrated a decrease in fibula growth rate. reversible when drug was discontinued 
Tetracyclines are present in the milk of lactating women who are taking a drug in this class 


Precautions: Use may result in overgrowth of nonsusceptible organisms. including fungi. If 
superinfection occurs, institute appropriate therapy. In venereal diseases when coexistent 
syphilis is suspected, darkfield examination should be done before treatment is started and blood 
serology repeated monthly for at least four months. Patients on anticoagulant therapy may 
require downward adjustment of such dosage. Test for organ system dysfunction (e g.. renal, 
hepatic and hemopoietic) in long-term use. Treat all group A beta-hemolytic streptococcal 
infections for at least 10 days. Avoid giving tetracycline in conjunction with penicillin. 


Adverse Reactions: Gl: (with both oral and parenteral use): anorexia. nausea vomiting, diarrhea. 
glossitis, dysphagia, enterocolitis, inflammatory lesions (with monilial overgrowth) in anogenital 
region. Skin: maculopapular and erythematous rashes. Exfoliative dermatitis (uncommon) 
Photosensitivity is discussed above (“Warnings”). Renal toxicity: rise in BUN. dose-related (see 
“Warnings '). Hypersensitivity reactions: urticaria. angioneurotic edema. anaphylaxis, anaphylac- 
toid purpura, pericarditis. exacerbation of systemic lupus erythematosus. In young infants 
bulging fontanels have been reported following full therapeutic dosage. disappearing rapidly when 
drug was discontinued. Blood: hemolytic anemia, thrombocytopenia. neutropenia, eosinophilia 
CNS: (see "Warnings ). When given in high doses, tetracyclines may produce brown-black 
microscopic discoloration of thyroid glands: no abnormalities of thyroid function studies are 
known to occur 


NOTE: Concomitant therapy: Antacids containing aluminum. calcium. or magnesium impair 
absorption: do not give to patients taking oral minocycline. Studies to date indicate that 
absorption of MINOCIN Minocycline HCI is not notably influenced by foods and dairy products 
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A NEW CONCEPT IN THE 


MANAGEMENT OF DRY SKIN. 
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EMOLLIENT MOISTURIZER 
FOR DRY SKIN 


lactibare 
LOTION 


Contains: 3% lactic acid 
U.S P and 2.5% sodum PLA 


Net Contents 8 FL. OZ. (240ml.) 
SHAKE WELL 


Stiefel Laboratories | 


lew LactiCare Lotion combines A 
nd sodium PCA in a specially formulat — 


| moisturizing lotion base to provide de 
ual activity of enhancing the extensibility 
of the stratum corneum and increasing 
softness. Consider these comments on the 
unique properties of these humectants: 


“tt (lactic acid) increases extensibility by 
increasing the water holding capacity in the 
same way as conventional humectants.”' 


extensibility after ape in water ori | 
conditions where the effect of other 
—_ was lost." ' 


Lu 


"Treatment of the extracted keratin with 
 PCA-Na clearly resulted in increased 
softness at a higher humidity.” x 


“As a result of these experiments, the salt 

form of PCA was found to play the role 

of a natural occurring moisturizing agent 

in the skin.. .”? 

1 Middleton JD. J See Cosmet Chem. 25, 519-534, (1974) 
2 Tatsumi, §. Amer Cosmet & Perf, 87: 61-63, (1972) 
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Stiefel Laboratories, Inc., Oak Hill, New York 12460 
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Dermatologically 





Acne-Aid 


DETERGENT SOAP 


Oilatum 


SOAP 





neutral soap and mild detergent gently cleanses and degreases 
oily skin. 

prepares the skin for any topical agents you prescribe. 

helps insure patient cooperation. 

No Sulfur 

No Salicylic Acid 


Supplied in 4.1 oz. bars. 





® contains 7.5% emollient oils to soothe and lubricate asit cleans. 
lanolin free. 


$9 available both UNSCENTED and SCENTED in regular and 


bath sizes. 


Supplied in 4.1 oz. and 6.2 oz. bars. 


Logical Dermatclogicals Since 1847 


IX STIEFEL 


STIEFEL LABORATORIES, INC., Oak Hill, N.Y. 12460 
STIEFEL LABORATORIES (CANADA) LTD., St. Laurent, Quebec, Canada H4R IEI 
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For jock itch 
and athlete's foot 


Tinactin Cream 


eBegins to relieve itching, burning within 


24 hours 
e Actually kills most skin ringworm fungi 










Tin nac i 


_ brand of tolnaftate, d $. P% 


aihiete’ S foot reinfection. 
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To put 
patient differences 
in order... 


We know how much acne lesions differ—by 
grade, type, extent and severity. Even by skin 
type—fair or dark, dry or oily. 

That's why we offer four different dosage 
forms: to meet the different requirements of 
different patients.* 

To help put these patient differences in order, 


Retin-A we recommend the cream for patients with 
0.025% Gel mild acne or dry, fair skin. The gel for papular. 
For papular and pustular and pustular acne, particularly in dark or oily . 
PUES skin. The liquid for large oily areas. And the’ 
Also for severe acne and swab for severe acne or less sensitive skin. 


for starter therapy in oily 


and dark skin. Alcohol gel. But a wide choice of dosage forms is just part 


of the Retin-A proven titration technique. 
In addition to selecting dosage 
form and concentration, you can 
also adjust the frequency of 
application to suit the clinical 








Retin-A response and skin tolerance. 
0 One system that helps you 
0.05% Cream ar treat all forms and all grades ^ s 


on dry and fair skin. of non- cystic acne. EC d 
Mildest form of Retin-A 
to initiate therapy or for 
maintenance. 





Retin-A 
0.1% Cream 


Higher strength as a 
titration alternative. 





BRAND 


E tretinoin 


0.05% Swab 

For aggressive treatment 
of severe acne. 

Useful in less sensitive 


skin, such as in patients 
with dark complexions. 
Convenient unit dose. 


Individualizes therapy 
xe for nearly every kind of 
0.05% Liquid acne patient. 


For large areas such as 


he back *Retin-A is effective primarily in grades |, II and III in which 

the back. | 
comedones, papules and pustules predominate. It is not effective 

May also be used forsevere in most cases of severe pustular and deep cystic nodular varieties 

acne, particularly useful (acne conglobata). 


in dark complexions. 


ofchwrenafohmen 1976 


See last page for prescribing information. 











Retin 


tretinoin A 
System 


Individualizes therapy 
for nearly every kind of 
acne patient. 


The essentials of the Retin-A system 

Because Retin-A works differently from other acne medications, 
full patient cooperation is needed. Let your patient know that 
therapeutic results may not appear for 2 to 3 weeks, that come- 
dones may surface during this initial period and that a temporary 
erythema may occur. For some patients more than six to twelve 
weeks of therapy may be required before definite beneficial 
effects are seen. 

Your patient may be more likely to accept Retin-A therapy if you 
also explain how the treatment works to resolve acne. Evidence 
to date suggests that Retin-A stimulates epithelial proliferation 
and reduces the number of cellular attachment plates. Existing 
comedones loosen and are expelled. Precursor comedones devel- 
oping beneath the skin are also expelled. And by discouraging 
the formation of new comedones, Retin-A helps to prevent future 
papules and pustules. 





And to make therapy even more effective, remind your patient to: 

Wash gently—no more than 2 or 3 times daily. 

Apply medication to thoroughly dry skin—20 to 30 minutes 
after washing. 

Use mild soap or shampoo. 

Avoid excessive exposure to sun, wind, cold. 

Keep medication away from sensitive areas, such as eyes and 
mouth. 

Use other topical acne preparations and medicated cosmetics 
with caution. 

Avoid excessive use of medication. It will not produce better 
results and may cause unnecessary irritation. 

These patient recommendations are all contained in a patient 
aid booklet that is available from your Johnson & Johnson 
Dermatological Division representative. 


Retin-A tretinoin 

Gel 0.025% 

Cream 0.05% or 0.1% ý 
Swab 0.05% PA 
Liquid 0.05% | oS « 









Description: RETIN-A Brand tretinoin is available in gel, cream and liquid 
vehicles. RETIN-A Brand tretinoin Gel contains tretinoin (retinoic acid: 
vitamin A acid) 0.025% by weight, in a gel vehicle of butylated hvdroxvtolu- 
ene, hydroxypropyl cellulose, and alcohol 90% w/w. RETIN-A Brand tretinoin 
Cream contains tretinoin in either of two strengths, 0.1% or 0.05% by weight, 
in a hydrophilic cream vehicle of stearic acid, isopropyl myristate, polyoxy fe 
40 stearate, stearyl alcohol, xanthan gum, sorbic acid, and butylated hydroxy- 
toluene. RETIN-A Brand tretinoin Liquid contains tretinoin 0.05% by weight, 
polyethylene glycol 400, butylated hydroxytoluene, and alcohol 55%. 
Indications: RETIN-A Brand tretinoin is indicated for topical application in 

the treatment of acne vulgaris, primarily grades |, Il, and IIl in which come- 
dones, papules, and pustules predominate. It is not effective in most cases of 
severe pustular and deep cystic nodular varieties (acne conglobata). 
Contraindications: Use of the product should be discontinued if hypersensi- 
tivity to any of the ingredients is noted. 


Warnings: RETIN-A should be kept away from the eyes, the mouth, angles 
of the nose, and mucous membranes. Topical use may induce severe local 
erythema and peeling at the site of application. If the degree of local irrita- 
tion warrants, patients should be directed to use the medication less fre- 
quently, discontinue use temporarily, or discontinue use altogether. Tretinoin 
has been reported to cause severe irritation on eczematous skin and should 
be used with utmost caution in patients with this condition. 


Precautions: Concomitant topical medication should be used with caution, 
because of possible interaction with tretinoin. Particular caution should be 
exercised in using preparations containing peeling agents (such as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) with RETIN-A. It also is 
advisable to “rest” a patient's skin until the effects of peeling agents subside 
before use of RETIN-A is begun. Exposure to sunlight, including sunlamps, 
should be minimized during the use of RETIN-A and patients with sunburn 
should be advised not to use the product until fully recovered because of 
heightened susceptibility to sunlight as a result of the use of tretinoin. Pa- 
tients who may be required to have considerable sun exposure due to occu- 
pation should exercise particular caution. Other weather extremes, such as 
wind and cold, also may be irritating to patients under treatment with 
tretinoin. Similar precautions are advisable with regard to the use of medi- 
cated or abrasive soaps and cleansers, soaps and cosmetics that have a strong 
drying effect, and products with high concentrations of alcohol, astringents, 
spices, or lime. If medication is applied excessively, no more rapid or better 
results will be obtained and marked redness, peeling, or discornfort may 
OCCUT. 


Adverse Reactions: The skin of certain sensitive individuals may become 
excessively red, edematous, blistered, or crusted. If these effects occur, the 
medication should either be discontinued until the integrity of the skin is 
restored or the medication should be adjusted to a level the patient can 
tolerate. True contact allergy to topical tretinoin is rarely encountered. 
Temporary hyper- or hypopigmentation has been reported with repeated 
application of RETIN-A. Some individuals have been reported to have height- 
ened susceptibility to sunlight while under treatment with RETIN-A. To date, 
all adverse effects of RETIN-A have been reversible upon discontinuation of 
therapy. (See Dosage and Administration section.) 


Dosage and Administration: RETIN-A Gel, Cream or Liquid should be applied 
once a day, before retiring, to the skin where acne lesions appear, using 
enough to cover the entire affected area lightly. Liquid: The liquid may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze or cotton is 
employed, care should be taken not to oversaturate it to the extent that the 
liquid would run into areas where treatment is not intended. Swab: One 
RETIN-A Brand tretinoin swab should be applied once a dav, before retiring, 
to the skin where acne lesions appear, spreading the medication over the 
entire affected area. One swab supplies enough of the preparation to treat 
an area the size of the face. If other sites are treated, such as the back, addi- 
tional swabs should be used. 


Application may cause a transitory feeling of warmth or slight stinging. In 
cases where it has been necessary to temporarily discontinue therapy or to 
reduce the frequency of application, therapy may be resumed or frequency 
of application increased when the patients become able to tolerate the treat- 
ment. 


It should be noted that just as some patients require less frequent applica- 
tions or other dosage forms, others may respond better to more frequent 
applications of tretinoin. Alterations of vehicle, drug concentration, or dose 
frequency should be closely monitored by careful observation of the clinical 
therapeutic response and skin tolerance. 

During the early weeks of therapy, an apparent exacerbation of inflammatory 
lesions may occur. This is due to the action of the medication on deep, 
previously unseen lesions and should not be considered a reason to discon- 
tinue therapy. 

Therapeutic results should be noticed after two to three weeks, but more than 
six weeks of therapy may be required before definite beneficial effects are 
seen. Once the acne lesions have responded satisfactorily, it may be possible 
to maintain the improvement with less frequent applications, or other dos- 
age forms. 

Patients treated with RETIN-A may use cosmetics, but the areas to be 

treated should be cleansed thoroughly before the medication is applied. 
How Supplied: RETIN-A Brand tretinoin is supplied as: 

1) A 0.025% gel in tubes of 15 grams. 

2) Creams of either 0.1% or 0.05%, in tubes of 20 grams. 

3) A 0.05% liquid in amber bottles containing 28 ml. 

4) Foil-covered swabs saturated with the 0.05% liquid, in boxes of 30 
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est for te care of dry 
or premature aging 
or wrinkled skin... 


DUE IU EPIDERMA 
DEHYDRA MeN? 














^ 


* 
pn Y 
UPPLIED: 2 OZ. TUBES ' 2». 


WRITE FOR SAMPLES 
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DISTRIBUTOR IN CANADA 





/ 


f 


vatin 


! | 
, 


j > , 
" 


/ 
a 


f 





\ 
^. 
b" 
A 
sr" A - 
D "m 


ggra 





* 
» 
* 
- 


^ 


R 





„allergic 
— dermatoses 


with Strong emotional overlay 


Atarax 


(hydroxyzine hydrochloride) 


TABLETS: 10 mg, 25 mg, and 50 mg 


B [ODIO antianxiety acrien 
m. demonstrated antihistaminice astivity 


Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when administered to the 
pregnant mouse, rat;-and rabbit, induced fetal abnormalities in the rat at doses substantially above 
the human-therapeutic range. Clinical data in human beings are inadequate to establish safety in 
early pregnancy. Until such data are available, hydroxyzine is contraindicated in early pregnancy. 


Precautions: Hydroxyzine may potentiate the action of central nervous system depressants 
Such as meperidine and barbiturates. In conjunctive use, dosage for these drugs should be 
reduced. Because drowsiness may occur, patients should be cautioned against driving a car or 
operating dangerous machinery. 


Adverse Reactions: Drowsiness may occur; if so, it is usually transitory and may disappear in a 
few days of continued therapy or upon'dosage reduction. Dryness of the mouth may occur with 
higher doses. Involuntary motor activity, including rare instances of tremor and convulsions, has 
been reported, usually with higher than recommended dosage. 


Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine 
hydrochloride, 100% and 500's; Tablets, containing 100 mg, 
100's; Syrup, containing 10 mg per teaspoonful (5 ml) and ethyl Pfizer, 
alcohol 0.5% v/v, pint bottles. ROCRIG 

es ; / ] A division of Pfizer Pharmaceuticals 
Betore prescribing or administering, see package circular. New York, New York 10017 





You don't have 


15 ask your patients to 


sacrifice their skin 








fo effectively treat 


their acne. 


Use 
F ersa-Gel. 





A clinical test* shows Persa-Geltobe w TERES 


as effective as tretinoin cream in thelower-  ,. 
ing of the lesion count (pustules, papules 
and comedones), on unselected patients, 
without excessive erythema and peeling. 








(BENZOYL PEROXIDE) 


Unique Acetone Gel 5% and 10% 
Mg, TEXAS PHARMACAL COMPANY 





Persa-Gel. 





% Reduction of: . . |— | 
Total Lesions Comedones 

















Persa-Gel Tretinoin Cream Persa- Gel Tretinoin Cream 


Tretinoin Cream 0.1% 
% 22 Pts, Avg. 46 days' 


$ . 
*Data on file, Texas Pharmacal Company. 
See next page for full prescribing information 
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Unique 
acetone bəse 
enhances 
stability 
and cosmetic 
acceptability. 


Two and one-half year dating 
No refrigeration required 








For external use onty 


fj 


CAUTION: Federal law prohibits dispensing without prescription. 
DESCRIPTION: Persa-Gel^* 5% contains 5% benzoyl peroxide; Persa-Gel ™ 
10% contains 10% benzoyl peroxide; in a gel base containing acetone, 
carboxyvinyl polymer, triethanolamine, sodium lauryl sulfate, propylene 
glycol and purified water. 
ACTIONS: Benzoyl peroxide is primarily effective because of its drying, 
peeling and antiseptic action. 
INDICATION: For adjunctive topical therapy of acne vulgaris. 
CONTRAINDICATIONS: Benzoy! peroxide is contraindicated in patients 
with acute inflammation and in patients with a history of hypersensitivity to 
any of the components of the preparation. 
PRECAUTIONS: If excessive irritation develops, discontinue use and institute 
appropriate therapy. After the reaction clears, treatment may often be resumed 
with less frequent applications. Avoid contact with eyes, eyelids, lips and other 
mucous membranes, and anterior neck. May bleach hair and colored fabrics. 
ADVERSE REACTIONS: Allergic contact dermatitis and severe erythema with 
crusting have been reported with topical benzoyl peroxide. 
DOSAGE AND ADMINISTRATION: Persa-Gel^* (benzoyl peroxide) should 
be applied thinly to cover affected area after clea nsing with non-medicated 
soap and water or a degreaser. Initial application once daily before bed- 
time is recommended, increasing to twice daily as tolerance develops. Feel- 
ings of warmth and stinging and slight erythema may be noted initially. It is 
advisable to initiate therapy with Persa-Gel™ 5% shifting to the use of 
Persa-Gel™ 10% after 3 or 4 weeks, or earlier if tolerance to the 5% has 
been determined. Therapeutic results are usually seen within 2 weeks with 
continued improvement therafter. 
HOW SUPPLIED: Persa-Gel^* 5% 1.5 oz. tubes 

(NDC0064-8610-31) 

Persa-Gel^* 10% 1.5 0z. tubes 

(NDC0064-8600-31) 


Persa-Gel. 
(BENZOYL PEROXIDE) 


Unique Acetone Gel ;. 10% 


M, TEXAS PHARMACAL COMPANY 
YZ San Antonio, Texas 78296 


Announcement of 


THIRD ANNUAL . 
DERMATOCRYOSURGICAL SEMINAR 


Registration-Fairmont Hotel, New Orleans, La. 
Lectures and Laboratory- 
Louisiana State University School of Dentistry 


Sponsored by 

RUDOLPH ELLENDER MEDICAL FOUNDATION 

Co-sponsored by 

American Society of Contemporary 
Medicine and Surgery 
A.M.A. and A.A.D.—Approved 

This continuing medical education activity meets 
the criteria for 10 hours credit in Category 1 for 
the Physician's Recognition Award 
Endorsement—American Society for 

Dermatologic Surgery 


Saturday, October 2, 1976 
and 
Sunday, October 3, 1976 


Topics: Cryobiology, Cryosurgical Therapy of 
Benign and Malignant Lesions, Deep 
Malignancies of the Head and Neck, 
Cryotherapy of Acne and Lid Adnormal- 
ities and Instrumentation 


Dermatology 

Faculty: Richard F. Elton, M.D. 
Andrew Gage, M.D. 
Gloria Graham, M.D. 
Ronald R. Lubritz, M.D. 
Peter Mazur, Ph.D. 
Thomas J. Meek, M.D. 
William F. Spiller, M.D. 
Douglas Torre, M.D. 
Setrag A. Zacarian, M.D. 

Ophthalmology 


Faculty: Frederick T. Fraunfelder, M.D. 
John Sullivan, M.D. 

Clinical Demonstrations—Cryosurgical Tech- 
niques on patients 
via live closed circuit 
TV 

Tuition: $175.00 


For further information contact 

A. V. Ravagni, Roof, Delta Towers, Canal at 
Claiborne, New Orleans 70112 

Ph: 504-524-9729 


LADIES DAY ACTIVITIES PLANNED 
Tours, French Quarter and Garden District 
Homes 


Professional. 


E ZINCON 
® dondruff 
SNaAMPOO 


s pyrithione zinc 1%, 
linie col proven 
OruTtt CO! npound 
help >» control » 
ndr: iff fiakina 
jularty, Zincon 
aves | oi r clean and 
Sy t manage. 


Nèt å fi. oz 
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PROFESSIONALLY PROMOTED: 
‘To Physicians (no consumer TV advertising 
To Pharmacists (not sold in supermarkets) 


The highly effective dandruff shampoo that 
leaves hair clean and easy to manage 


Lederle Laboratories, A Division of American Cyanamid Company, Pearl River, New York 10965 





In the beginning... 


Rely on Cordran 


tlurandrenolide 
For treatment of any corticosteroid-responsive dermatoses 


Description: Cordran"” (flurandrenolide, Dista) isa potent corticosteroid 
intended for topical use. Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vasoconstrictive actions. Indi- 
cation: For relief of the inflammatory manifestations of corticosteroid- 
responsive dermatoses. Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and in patients with a history 
of hypersensitivity to any of their components. Precautions: If irritation 
develops, the product should be discontinued and appropriate therapy 
instituted. Inthe presence of an infection, an appropriate antifungal or 
antibacterial agent should be used. If a favorable response does not 
occur promptly, the corticosteroid should be discontinued until the 
infection has been adequately controlled. If extensive areas are treated 
or if the occlusive technique is used, there is a possibility of increased 
systemic absorption of the corticosteroid, and suitable precautions 
should be taken. Although topical corticosteroids have not been re- 
ported to have an adverse effect on pregnancy, the safety of their use 
on pregnant women has not been absolutely established. Therefore, 
they should not be used extensively, in large amounts, or for prolonged 
periods of time on pregnant patients. These products are not for oph- 


thalmic use. Adverse Reactions: The following local adverse reactions 
have been reported with topical corticosteroid formulations: acneform 
eruptions, burning, dryness, folliculitis, hypertrichosis, hypopigmen 
tation, irritation, itching. The following may occur more frequently with 
occlusive dressings: maceration of the skin, miliaria, secondary intec 

tion, skin atrophy, striae. Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should be rubbed gently into 
the affected areas two or three times a day. For dry, scaly lesions, 
the ointment is applied as a thin film to affected areas two or three 
times daily. (riaz 


Cream, Ointment, and Lotion Cordran*, 0.05% 


flurandrenolide 


Cream and Ointment Cordran, 0.025% 
Additional information available to the profession on request 


pH P!STA 


600138 


Dista Products Company 
Division of Eli Lilly and Company 
Indianapolis, Indiana 46206 
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ow many of your patients can. 
enefit from epidermabrasion? 


Most of them, probably. Because epidermabrasion is the controlled 
removal of the stratum disjunctum and other keratin excrescences 


of the stratum corneum. That will improve the texture and appearance 
of just about anyone's skin—on the face or other parts of the body. 
-pidermabrasion is ideally achieved with BUF-PUF” Nonmedicated 
-leansing Sponge, a unique polyester fiber sponge that provides 
gently abrasive, thorough cleansing 


alu 





Photomicrographs (100X) illustrate the smoother skin of a forehead treated once with BUF-PUF (left), 
compared with the dull, rough appearance of untreated skin (right). 


pecific indications. 


4 N > 


Consider BUF-PUF for these s 











* Acne—BUF-PUF promotes the * Keratosis pilaris— Daily use of * Hyperkeratosis—Used routinely 
drying and peeling —as well as BUF-PUF was found effective? in the and firmly, BUF-PUF has been found 
thorough cle ansing —needed to help gradual removal of already formed to be a dramatically effective home 
manage acne. In clinical studies, use papules. Continued use helps prevent treatment for toughened, thickened, 
of BUF-PUF facilitated comedo the formation of new ones calloused skin. 

emowval, helped prevent the formation 


Eus BUR PUF 


Ei do har efr V iy daia ; Nonmedicated Cleansing Sponge 


3Cie E / ler A ; 
ermatology, December 1974 à £ SUBSIDIARY OF 
Riker Laboratories, Inc. 
NORTHRIDGE, CALIFORNIA 91324 COMPANY 
e ^ mA ( Member Company P 
ng cieansing bar Certified Medical Representatives Institute, Inc 





THE LOOK AND FEEL OF FLUID-SUFFICIENT SKIN. 


Thats the difference our thorough dry-skin formula makes. 


Healthy skin has a certain look and 
feel that comes from adequate 
hydration. 

Purpose Dry Skin Cream can give 
skin the same look and feel by pro- 
viding a carefully balanced and 
thorough formula of nine separate 
ingredients. To hydrate the skin. 
To keep it hydrated. And to leave 

a fine, glowing sheen besides. 


And Purpose is proven. In two- 
week studies of 66 patients with 
severe dry skin, 89.496 were free 
of pruritus within 72 hours. Dry 
skin was clinically improved in 
97% of patients after 14 days. And 
90.696 continued to show improve- 
ment 5 days after cessation of 
therapy. 

Purpose is cosmetically acceptable 


PURPOSE 


rand 


Dry Skin Cream 


and has a pleasant, mild scent. Its 
balanced formula contains lactic 
acid, sodium lactate, petrolatum, 
sweet almond oil, mineral oil, glyc- 
eryl stearate, synthetic sperma- 
ceti, cetyl alcohol and propylene 
glycol. With no lanolin or parabens. 


oh wn alfohm on 
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Dermatological Division, 
New Brunswick, New Jersey 08903 
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| A formula for dry skin thats really thorough. 


And we proved it. 


o Johnson & Johnson 1976 


Vanoxide' Acne Lotion and Loroxide" Acne Lotion 


Description: Vanoxide Acne Lotion contains (as dispensed) benzoyl peroxide 
575 and chlorhydroxyquinoline 0.2595, incorporated in a water washable . 
lotion 


Loroxide Acne Lotion contains (as dispensed) benzoyl peroxide 5.5%, and 
chlorhydroxyquinoline 0.25%, incorporated in a water washable lotion, with 
Dermik Color Blender” supplied separately 


How Supplied: Vanoxide— Bottles, 25 and 50 grams; Loroxide — Bottles. 
25 grams 


Vanoxide-HC' and Loroxide-HC" Lotions 


Description: Vanoxide-HC Lotion contains (as dispensed) hydrocortisone 
0.5%, benzoyl peroxide 5.0% and chlorhydroxyquinoline 0.25%. incorporated 
in a water washable lotion containing purified water. propylene glycol 
hydroxyethylcellulose, FD&C color. cholesterol-sterol. cetyl alcohol, 
propylene glycol stearate, polysorbate 20, lanolin alcohol propylparaben, 
decyl oleate, purcelline oil syn., antioxidants, vegetable oil. methylparaben. 


. ^ ~ 
FLUOROPLEX 
; j tetrasodium EDTA, buffers, cyclohexanediamine tetraacetic acid. calcium 
phosphate, silicone emulsion. and silica. 

UOFOUraci Loroxide-HC Lotion contains (as dispensed) hydrocortisone 0.5%. benzoyl 
peroxide 5.5% and chlorhydroxyquinoline 0.25%, incorporated in a water 
washable lotion containing purified water, propylene glycol. hydroxyethyl- 

. i cellulose, caramel color, cholesterol-sterol, cetyl alcohol, propylene glycol 





stearate, polysorbate 20, lanolin alcohol, propylparaben, decyl oleate, 
purcelline oil syn., antioxidants, vegetable oil, methylparaben, tetrasodium 
EDTA, pH buffers, cyclohexanediamine tetraacetic acid. calcium phosphate, 
silicone emulsion, silica, kaolin, talc and titanium dioxide. with Dermik Color 
Blender’ supplied separately. 


Actions: Provides keratolytic, peeling and drying action 
Indications: An aid in the treatment of acne and Oily skin 


Contraindications: Contraindicated for patients having known hypersensi- 
tivity to hydrocortisone, benzoyl peroxide. chlorhydroxyquinoline or any other 
component of this preparation. Topical steroids are contraindicated in viral 
diseases of the skin. such as varicella and vaccinia 


Warning — Usage in Pregnancy: Safety of use of topical steroids during preg- 
nancy has not been absolutely established. Therefore they should not be 
used extensively, or in large amounts or for prolonged periods of time on 
pregnant patients 


Precautions: For external use only. Keep away from eyes. Discontinue use if 
irritation develops. Use of appropriate antifungal or antibacterial agents 
should be instituted in presence of infection. If a favorable response does not 
occur promptly, the corticosteroid should be discontinued until the infection 
has been adequately controlled. If extensive areas are treated. or if the 
occlusive technique is used, the possibility exists of increased systemic | 
absorption of the corticosteroid and suitable precautions should be taken. 
Observe patients carefully for possible local irritation or sensitization during 
long-term topical therapy. Apply with caution on neck and/or other sensitive 
areas. There may be a slight, transitory stinging or burning sensation on 
initial application which invariably disappears on continued use Ultraviolet 
and cold quartz light should be employed in lesser amounts. as this lotion 

is keratolytic and drying. Harsh, abrasive cleansers should not be used 
simultaneously with this lotion. Colored or dyed garments may be bleached 
by the oxidizing action of benzoyl peroxide. Chlorhydroxyquinoline may 
cause temporary light-yellowish skin staining in rare cases. Keep out of the 
reach of children. 


Adverse Reactions: Local adverse reactions reported with topical corti- 
costeroids: burning sensations, itching, irritation, dryness, folliculitis. 
secondary infection, skin atrophy, striae, hypertrichosis, acneiform eruptions, 
and hypopigmentation. The sensitizing potential of benzoy! peroxide and 
chlorhydroxyquinoline are low; but they can produce allergic reaction 


(f Jj 

UOrOUrac Reduce amount and frequency of application if excessive redness or peel- 
ing occurs 
How Supplied: Bottles, 25 grams 


Caution: Federal law prohibits dispensing without prescription 


| 2-Benzagel' and 10-Benzagel" Acne Gels d 


Description: 5% or 10% benzoyl peroxide, 6% polyoxyethylene lauryl ether and 
40% alcohol in an astringent gel containing colloidal magnesium aluminum 
silicate, hydroxypropyl methylcellulose, citric acid, fragrance, and purified 
water 

Action: Provides drying. desquamative and antiseptic activity 

Indication: An aid in the treatment of acne 

Dosage and Administration: Wash affected areas prior to application. Apply 
once or more daily or as directed by physician. 

Contraindications: Should not be used by patients having known sensitivity 
to either benzoyl peroxide or polyoxyethylene lauryl ether 

Precautions: For External Use Only. Not for ophthalmic use Keep away from 
eyes and mucosae. Very fair individuals should begin with a single applica- 
tion at bedtime allowing overnight medication. May bleach colored fabrics. 
Keep this and all other medications out of the reach of children 

Caution: Federal law prohibits dispensing without prescription 

How Supplied: Plastic tubes, 1 '5 oz and 3 oz. 











Herbert Laboratories 
dermatology division of 


irvine, California 82719, U.S.A DERMIK LABORATORIES, INC. 
Fort Washington, Pa., U.S.A. 19034 
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Exsel (selenium sulfide 
2.0% lotion: 


DESCRIPTION Contains: selenium sulfide 


O 
with edetate disodium; bentonite; sodium linear alkylate sulfonate; alphaolefin sulfonate; glyceryl mono 
ricinoleate, silicone; titanium dioxide; citnc acid monohydrate; sodium phosphate monobasic, monohydrate 
perfume and pur 
ACTIONS The mechanism of action of selenium sulfide in seborrheic dermatitis is unknown 
INDICATIONS Selenium sulfide is indicated in the treatment of seborrheic dermatitis of the scalp 
including. dandruff 
CONTRAINDICATIONS The product should not be used by patients allergic to any of 


WARNINGS Safety for use in infants has not been established 
PRECAUTIONS in 


2. The product should be used with caution when acute inflammation or exudation is present as ar 
in absorption may occur 
ADVERSE REACTIONS 1. Hair loss has been reported with the use of the product 


LZ: AW 





ihed water 


its mponents 





l. Chemical conjunctivitis may result if this preparation enters the eyes 


ncrease 


ition of the hair may follow the use of selenium sulfide This can be minimized by carefu! rinsi 
1 fi This can fu. r 


of the hair after treatment 


3, Oiliness of the hair and scalp may increase following the use of this product 


DOSAGE AND ADMINISTRATION Shake well before using 


d 
I. Massage about | or 2 teaspoonfuls of the medicated shampoo into the wet scalp. Avoid contact with the 
eyes 
2. Allow productyto remain on the scalp for 2 to 3 minutes 
3. Rinse the scalp thoroughly 


4, Repeat application and rinse thon 
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6. Repeat treatments as directed by 





aman 
T1 a } 1 l } tf M cur . 
i he preparation shouid not be applied more trequently than rex d fo maintain cont i symptom 


ACCIDENTAL ORAL INGESTION Selenium sulfide is highly toxic if ingested Nausea ar 


vomiting usually occur after oral ingestion Treatment is to induce x 


vomiting or i1 necessary perform gastric 
lavage, together with general supportive measures as required. Administer a purgative to hasten elimination 


HOW SUPPLIED In 4 fl oz plastic bottles On prescription only 
Protect from heat. For external use only Keep this and all medications out of the reach of children 


Herbert Laboratories/Dermatology 


Div. of Allergan Pharmaceuticals/Irvine, 











Histology and Cytochemistry of Human dr 


XVI. The Nose and Lips 


CO. The. skin ot the nose is characterized 


~~ by the often conspicuously dilated open- 
_ ings of the ducts of many subaceous 
.. follicles. Histological sections are domi- 
. mated by gigantic sebaceous follicles, but 
“> there are also numerous vellus hairs with 


AUS 
PEGE 


| : | . small sebaceous glands. All hair follicles - 
|. on. the surface of the nose and in the 


vestibule are completely invested with 


nerve end organs. In the vestibule, the 
glabrous upper surface has intraepi- 
dermal nerves and a few mucocutaneous j 


s end organs. 
^ "The vermilion zone of the lip, which 
separates the skin of the external lip and 


the mucosa of the inner lip, is keratinizing 


glabrous epithelium, often with numerous 
sebaceous glands in the upper lip. The 
„transitional area between the keratinizing 


P : epithelium of the vermilion- and the 









: nonkeratinizing epithelium of the labial 
mucosa is abundantly supplied with 
mucocutaneous end organs, with only a 
< few in the labial mucosa. The mucoserous 
glands of the labial mucosa are richly 
: innervated. " 

A “Arch, Dermatol 112: 4235-1244, 1978) 


Accepted for publication Nov 13, 1915. 
5. From the Department of Cutaneous Biology, 
. . Oregon Regional Primate Research Center, 
^: Beaverton. 

^s Reprint requests to Department of Cutaneous 
p. Biology, Oregon Regional Primate Research 

`. Center, 505 NW 185th Ave, Beaverton, OR 97005 
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Robert L. Dimond, MD, William Montagna, PhD 


Bees .it is diffieult to obtain. 


L) specimens of -human lips and 


nose, there is a conspicuous laek of | 


histologieal information on them. 


Jadassohn's 


features of a neonate lip but make 


only à brief mention and provide no 
description of the nasal vestibule. | 


Ham’s' textbook is no better, and 


dermatology textbooks are not much 
more enlightening. Pindborg? dis- 
cusses the differences between oral _ 
mucosa and skin, but fails to include 


the vermilion border of the lip. In a 


lengthy and otherwise excellent dis- 


cussion of the oral mucosa, Archard’ 


merely defines the vermilion border, a 
uniquely human structure, and ig- - 
nores the nasal vestibule. The basic- 
histological features of the external 


and internal lip and the vermilion 
border are illustrated and discussed in 


textbooks of oral histology.^ We 
undertook this study to close some of ~ 
the gaps in our knowledge of the skin 


of the nose and lips. 


MATERIALS AND METHODS 
This study is-based on 


ds specimens 
obtained a fey” fours sfterdmidental death 





handbook! on the histo- 
logical features of normal skin dis- 
poses of these structures with only a - 
few observations. Even Mollendorffs 
Handbuch der Mikroskopsichen Anat- 
omie des Menschen? refers only brief- .. 
ly to the lips and nose. Bloom and - 

Fawcett' illustrate the histological. 


esser alar cartilages that attach 
‘superiorly to the nasal processes of the 
maxilla. These processes, 
. with the nasal bones, form the bridge 
of the nose. Figure 1 illustrates. this. 
l anatomy of the nose. oe 


are prominent in histological prepara- . 


. branches of the facial cranial nerve . 
(VII). On the side of the external nose, 


the infratrochlear branch of the nase 


Nose and Lips—Dimond & Montag 





from one 30-year-old woman and four men, ^. 
20, 22, 25 and 67 years old. We used stan 
_ dard techniques” : andeallattention again | ^. 
io Winkelmann's method for staining 
 nerves,' our modification of the histo- 
. chemical procedures. for cholinesterase,” ee 
and our elastic tissue - staining. proce- 

; ure. T ; 


THE NOSE 


The framework of the nose de T. 


composed of both bone and. cartilage: 


Pertinent to our histological observa- : : 
tions. are the septal cartilage, which m 


‘separates the nasal cavities and is 
connected with the nasal bones superi- — 
orly, and the alar cartilages. The 
» notched apex of the nose is formed by 
the medial crura of the greater alar — — 


cartilages. The alae of the nose are E 


formed by the lateral crura. of. the jo 2 

















greater alar cartilages: and sev eral 


togethe: 


"The muscles of the nose, which a ; 
erroneously reported to. be vestigial, = 


tions. They are supplied by the buccal 


the skin is innervated by branches ò 


ciliary nerve (V) and by external na 






n ee outnumber the 
. three to one (Fig 2). Neither kind of 
follicle has arrectores pilorum mus- 












<: branches of the infraorbital branch of 
the maxillary nerve. (V). The nasocil- 
iary nerve, a branch of the ophthalmic 
nerve (V), also has an external nasal 
“branch that supplies the apex of the 
nose. Blood to the nose is supplied by 
branches of the facial, ophthalmic, and 
maxillary arteries, 


The External Part of the Nose 


Structurally, the skin over the nose 
is similar to that elsewhere on the 
= face. The epidermis is about 0.1 mm 

— thiek and has a well-developed gran- 
ular layer and a compact stratum 
.eorneum 0.02 mm thick. The dermo- 


3 epidermal junetion, like that of the 


face, is relatively flat with only 


i. shallow rete ridges (Fig 2). In histo- 
' logical sections, all specimens have an 


'. almost solid mass of huge sebaceous 


. glands (Fig 3) each of which is 


$e attached to a tiny vellus hair follicle 


: . barely discernible in the great mass of 


> glands (Fig 4). The follicles open into 
`: the dilated ducts of sebaceous follicles, 


^ which have a well-developed granular 


layer and are filled with keratin and 
colonies of bacteria that descend down 
to the level of the glandular mass. 
Numerous vellus hairs are often 
trapped in the sebum and keratinous 
debris (Fig 5). Squeezed between the 
sebaceous follicles are many vellus 
- hair follicles to which are attached 
. small sebaceous glands (Fig 3). In 
split-skin seetions of the alae and tip 
of the nose, the latter follicles 
sebaceous follicles 


eles. We found no apocrine glands but 
a variable number of eccrine glands 
scattered between the hair follicles. 
Regardless of size, all hair follicles 
are encircled at the upper end by 
dense — acetyleholinesterase-reactive 
nerve end organs. Many fine nerve 
fibers form a compaet dermal nerve 
network with no specialized nerve end 
organs. The many cholinesterase-posi- 
tive nerves scattered among the seba- 
. eeous glands seem to accompany the 
blood vessels that supply the glands. A 
vaseular network with an endothelium 
reactive for alkaline phosphatase per- 
forates the dermis and is especially 


prominent around the sebaceous 
glands. 
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Fig 1.—Top, Section of nasal septum, showing septal cartilage (SC) and medial 
crura of greater alar cartilage (GAC). Nasal mucosa (NM) has many seromucous 
glands. Vestibule is divided into vibrissal (V) and transitional (T) portion charac- 
terized respectively by terminal hairs and glabrous skin with corrugated 
appearance (acetylcholinesterase stain, original magnification x 3). Bottom, 
Outer skin of alae nasi is filled with sebaceous follicles. Vestibule extends from tip 
of nose to nasal mucosa (NM) and is divided into vibrissal (V) and transitional (T) 
zones. Lateral crus of greater alar cartilage (GAC) forms framework (acetyicho- 
linesterase stain, original magnification x 3). 





The distribution of elastie fibers in 
the external part of the nose is similar 
to that in the rest of the face. In the 
reticular dermis, many coarse elastic 
fibers are mostly oriented horizontal 


to the surface. From this elastic bed, 


many fine fibers rise up through the 
papillary body to reach the basal layer 
of epidermal cells. Fine elastic fibers 
are found around the pilary canals and 
the upper part of the hair follicles but 
only a few are seen around the seba- 
ceous glands. All specimens show elas- 
totie changes, which were most 
marked in the 67-year-old man; most 
of the upper pars reticularis in this 
specimen is replaced by coarse, rope- 


like, and disorderly oriented fibers 


that stain like elastic fibers. The lower 
papillary body is also largely replaced 
by the coarser elastotic fibers. The 
fine fibers reaching up to the epider- 
mis are noticeably diminished, and the 


fibers that remain there are coarser 
and often beaded. We must emphasize 
again that in elastotic changes the so- 
called Grenz zone beneath the epider- 
mis is not normal (Montagna and 
Giacometti’). 

Much of the tissue beneath the 
sebaceous glands consists of skeletal 
muscle. This muscle reacts strongly 
for acetyicholinesterase and is richly 
innervated and vascularized; its bun- 
dles are enmeshed with elastic fibers 
that seem to anchor the muscle in the 
connective tissue between the seba- 
ceous glands. 


THE NASAL VESTIBULE 


The skin of the outer surface of the 
nose continues over the margins of the 
alae into the nares to line the vesti- 
bule. The medial wall of the vestibule 
is formed by the medial crus of the 
greater alar cartilage and the most 
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Fig 2.—Scanning electron micrograph of split-skin preparation 
showing underside of epidermis of outer surface of alae nasi of 
25-year-old man. Relatively flat with shallow ridges, it has frag- 
ments of large sebaceous follicles (SF), many vellus hair follicles 
(VH), and occasional eccrine sweat ducts (SD) (original magnifi- 
cation x 50). 


Fig 4.—Hair follicle (VH) entering duct of sebaceous follicle on 
alae nasi of 25-year-old man. Duct is filled with keratin and 
colonies of bacteria (hematoxylin-eosin, original magnification 


Arch Dermatol—Vol 112, Sept 1976 





Fig 3.—Voluminous sebaceous glands from external skin of alae 
nasi of 20-year-old man. Between sebaceous glands can be seen 
vellus hair follicles (VH) with small sebaceous glands (hematoxy- 
lin-eosin, original magnification X 32). 


Fig 5.—Many vellus hairs trapped in duct of sebaceous follicle 
from alae nasi of 25-year-old man (alkaline phosphatase stain, 
original magnification X 80). 
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Fig 6.—Scanning electron micrograph of split-skin preparation 
from nasal vestibule of 25-year-old man. At right, epidermis of 
vibrissal portion is somewhat flat with large terminal hairs (TH) 
and fragments of sebaceous glands. At left, transitional portion is 


characterized by prominent well-developed horizontal rete ridges 


(arrows) (original magnification x 50). 


Fig 8.—Transitional zone in nasal vestibule showing keratinizing 


epidermis over richly vascular dermis. Melanin-containing basal 
cells are at tips of rete ridges with few clear cells in basal layer 


(PAS stain, original magnification x 200). 





inferior part of the septal cartilage; 
the lateral wall is formed by the 
lateral crus of the greater nasal carti- 
lage and inferiorly by the cartilage- 
free portion of the ala (Fig 1). The 
limen nasi, a ridge on the lining of the 
lateral wall, demarcates the superior 
border of the vestibule and is located 
about 2 cm inside the nostril, where 
the squamous epithelium changes to a 
pseudostratified columnar epithelium. 
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Fig 7.—At upper right and lower left are well innervated eccrine 
secretory tubules in vibrissal zone. Striated muscle fibers extend 
high into dermis between hair follicles and sebaceous glands 
(acetylcholinesterase stain, original magnification x 45). 


Fig 9.—Group of nerves extending into epidermis of transitional 
zone of nasal vestibule somewhat resembles corpuscles of Eimer 


(acetylcholinesterase stain, original magnification x 250). 


Thus, on the lateral wall, skin extends 
2 em inside the nostril; on the medial 
wall, the line of demarcation cannot 
be identified by an anatomical land- 
mark but occurs at the same level as 
the limen nasi. The vestibule is inner- 
vated by anterior ethmoidal branches 
of the nasociliary nerve (V) and by the 
nasopalatine and nasal branches of 
the maxillary nerve (V). The arterial 
supply comes mainly from the nasal 


and septal branches of the sphenopal- 
atine branch of the maxillary artery 
and the ethmoidal branches of the 
ophthalmic artery. 

As it extends over the edge of the 
alae into the vestibule, the epidermis 
maintains the same thickness. The 
skin lining the vestibule can be 
divided into a centimeter-wide arc 
that contains vibrissae and sebaceous 
glands and an upper centimeter-wide 
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Fig 10.—Cholinesterase-reactive nerves and mucocutaneous 
end organs (arrows) in transitional zone of nasal vestibule (ace- 
tylcholinesterase stain, original magnification X 63). 


Fig 12.—Seromucous glands opening onto transitional zone of 
nasal vestibule (PAS and hematoxylin, original magnification 
x 25). 


Fig 11.—Scanning electron micrograph of split-skin preparation 
showing change in configuration of rete from transitional zone of 
vestibule on right to nasal mucosa with broken ducts of seromu- 
cous glands on left (original magnification x 50). 


Fig 13.—Heavily innervated seromucous glands of respiratory 
mucosa of nose (acetylcholinesterase stain, original magnifica- 
tion x 80). 
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transitional zone, which is glabrous; 
this zone continues to the limen nasi 
(Fig 1) The undersurface of the 
epidermis of the vibrissal zone has 
shallow rete ridges that become much 
more prominent in the transitional 
zone (Fig 6). 

On the medial wall of the vestibule, 
the vibrissal zone is located over the 
medial alar cartilage. On the lateral 
wall, the dermis is continuous with 
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that of the outer surface of the nose 


since no cartilage separates the two 
surfaces (Fig 1). Inside this fleshy 
portion of the ala is very little fat but 
many collagen bundles and striated 
muscle fibers that extend almost to 
the papillary dermis. The vibrissal 
zone is populated by vellus hairs and 
vibrissae 0.12 mm in diameter whose 
follicles are 2 mm deep and 0.15 mm in 
diameter. Many of the sebaceous 


glands here are almost as large as 
those on the outer surface. The pilary 
canals of the vibrissa follicles are 
dilated and contain keratinous mate- 
rial and colonies of bacteria. The folli- 
cles have no arrectores pilorum mus- 
cles; we saw no apocrine glands and 
only a few eccrine sweat glands, which 
are heavily innervated like eccrine 
glands everywhere (Fig 7). 

The transitional zone of the vesti- 
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bule consists of glabrous, keratinizing 
stratified squamous epithelium (Fig 
8). The thickness of the epidermis is 
the same as that in the vibrissal zone, 
but its undersurface is more corru- 
gated, with better-developed rete 
ridges (Fig 6). At the basal layer of 
the rete ridges are active melanocytes, 
and epidermal basal cells contain more 


melanin than those on the sun- 
exposed outer surface of the nose. 
Since the dermis of this zone is very 
thin, the epidermis is close to the 
cartilage; nonetheless, it is richly 
supplied with dilated blood vessels 
reactive for alkaline phosphatase. 
Even more than other hairy skin, 
the vibrissal zone of the vestibule is 


copiously innervated, with dense 
nerve nets around each hair follicle 
and some intraepidermal nerve fibers 
that closely resemble the Eimer 


corpuscles of the nose of the mole 
(Fig 9). Under the epidermis of the 
transitional zone lie a prominent 
nerve network and some mucocuta- 





Fig 14.—Lower lip showing general architecture with terminal 
hairs in skin on top, glabrous skin forming vermilion border (VB) 
where orbicularis muscle lies close to surface, and numerous 
seromucous glands lying under mucosa of inner lip at bottom. 
Region where numerous mucocutaneous end organs are 
present, but not visible at this low magnification, is designated 
"MC" (acetylcholinesterase stain, original magnification x 3). 


Fig 16.—Scanning electron micrograph of split-skin preparation 
of upper lip. At right, between hair follicles (HF) and sweat gland 
(SG), epidermis of external lip is flat, while vermilion border at left 
has well-developed rete (original magnification x 50). 


neous end organs; the epidermis is 
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Fig 15.—Transition from completely keratinizing glabrous skin 
(KS) of vermilion border to nonkeratinizing, glycogen-laden skin 
of oral mucosa at right (OM) (PAS and hematoxylin, original 
magnification X 25). 


Fig 17.—Numerous cholinesterase-positive nerves and mucocu- 
taneous end organs in vermilion border, just before transition to 
mucous membrane at far right of picture (acetylcholinesterase 
stain, original magnification X 40). 
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perforated by a few intraepidermal 
nerves (Fig 10). 

The papillary body of the vestibule 
has fewer thick elastic fibers than 
that of the outer surface of the nose, 
but fine fibers are still abundant. 
These elastic fibers have the same 
relation to the hair follicles, sebaceous 
and sweat glands, and the cartilage as 
those on the outer surface. 


The Mucosa of the Nose 


The nasal mucosa is a pseudostrat- 
ified columnar epithelium inter- 
spersed with PAS-positive goblet cells 
and some intraepithelial multicellular 
mucous glands. The corrugations of 
the undersurface of the epithelium 
assume a circular pattern around the 
seromucous glands (Fig 11). In the 
lamina propria of the mucosa are 
numerous compound tubuloacinar se- 
romucous glands whose lobules are 
separated by well-vascularized con- 
nective tissue trabeculae. 

The ducts of some of the mucose- 
rous glands nearest the nares open 
onto the stratified squamous epithe- 
lium of the transitional zone (Fig 12), 


but most empty onto the respiratory 
mucosa through ducts lined with 
columnar epithelium. These glands 
are all well supplied with fine nerve 
fibers reactive for acetylcholinester- 
ase (Fig 13); numerous small, cholines- 
terase-reactive nerves are just under 
the epithelium. The lamina propria 
receives many arteries and veins, and 
small alkaline phosphatase-positive 
blood vessels form a network beneath 
the epithelium. Fine elastic fibers 
form a loose meshwork in the respira- 
tory mucosa; only a few reach up to 
the basal cells of the epithelium. 


THE LIPS 


The lips are composed of masses of 
striated muscle covered with skin on 
the outside and a mucous membrane 
on the inside with the so-called 
vermilion border over their edge 
(Fig 14). 


The External Part of the Lips 


The upper lip is bounded laterally 
by the nasolabial folds where the skin 
differs from that of the nose in having 
a prominent fatty layer below the hair 


fellicles. The epidermis is of the same 
thickness, but the rete ridges are 
longer though still not well developed; 
the hair follicles are larger but not as 
numerous here as on the nose. In men, 
most of the follicles produce terminal 
hairs, but our single specimen of lips 
from a woman has only vellus hairs. 
No arrectores pilorum muscles are 
attached to any of these follicles. The 
sebaceous glands are large but not as 
huge as those of the nose. A few 
enlarged pilosebaceous canals contain 
several vellus hairs. In the dermis, 
slips of striated muscle reach almost 
to the papillary dermis; variable num- 
bers of eccrine glands are present, but 
there are no apocrine glands. The 
eccrine glands appear to be in a 1:1 
ratio with the hair follicles in the 67- 
year-old man, but this was less in the 
specimen from the younger men, and 
least in the 30-year-old woman. Like 
the elastotic changes, the arrange- 
ment of elastic fibers is similar to that 
in the nose. 

The lower lip extends to the mental 
fold and is of similar structure; in the 
67-year-old man, elastotic degenera- 


Fig 18.—Mucocutaneous end organs in lip demonstrated with 
Winkelmann silver technique (original magnification x 250). 
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Fig 20.—Vermilion border of lower lip of 67-year-old man has 
much less elastotic material than dense deposits elsewhere on 
his face (AOV, original magnification x 63). 


tion of the lower lip was only slightly 
less than that of the upper lip. 


The Vermilion Border 


The glabrous, keratinizing, strat- 
ified squamous epithelium of the 
vermilion border of the lip is about 1 
cm wide. At the point of labial apposi- 
tion, the epithelium becomes abruptly 
nonkeratinizing. The epidermis of the 
vermilion border is only slightly thick- 
er than that in the hairy part of the 
lips or in the general body skin else- 
where (Fig 15) and is characterized by 
a prominent granular layer, an iden- 
tifiable stratum lucidum, and a slight- 
ly thickened stratum corneum. The 
undersurface has deep rete ridges 
(Fig 16) between which small blood 
vessels are interspersed close to the 
surface. Since skeletal muscle lies very 
close to the surface here, the dermis is 
only 0.5 mm thick. The many small 
anastomosing blood vessels, all with 
an alkaline phosphatase-reactive en- 
dothelium, form long, and often com- 
plex loops inside the dermal papillae. 
These blood vessels are all accompa- 
nied by nerves containing acetylcho- 
linesterase. Mucocutaneous end or- 
gans reactive for cholinesterase are 
sparse on the anterior part of the 
vermilion border but numerous at the 
transition between cutaneous and mu- 
cous surfaces (Fig 17); these can also 
be demonstrated by silver techniques 
(Fig 18). In the deeper dermis, coarse 
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elastic fibers are mostly found around 
the fine ones of the blood vessels. 
There are fewer dense fibers in the 
upper reticular dermis than elsewhere 
on the face (Fig 19). In the papillary 
dermis, fine elastic fibers reach up 
toward the epidermis. There is little 
senile or solar-induced change in the 
elastic fibers of the vermilion border; 
even the 67-year-old man, who had 
severe elastotic degeneration else- 
where in the face, including the hairy 
skin of the lips, had very little elas- 
totic change beneath the vermilion 
border (Fig 20). 

In three of our five specimens, seba- 
ceous glands were found on the 
vermilion border of the upper lip but 
not on the lower lip. The short ducts of 
these multilobular or single acinar 
glands opened directly onto the sur- 
face (Fig 21), whereas others opened 
onto the mucous surface of the lip 
near the vermilion border. The glan- 
dular lobules were enmeshed in a 
network of blood vessels. No nerves 
could be demonstrated around the 
glands. 


Mucosa of the Lips 


The mucous surface of the lip is 
similar to the epithelium of the buccal 
and oral cavities. Just inside the 
vermilion border is a variably short 
area of parakeratotic epithelium that 
soon becomes nonkeratinizing with no 
evident granular layer. This epithe- 


Fig 21.—‘‘Ectopic’’ sebaceous glands at transition from vermilion 
border to oral mucosa (hematoxylin-eosin, original magnification 


lium, about 0.7 mm thick, is thicker 
than that of the cutaneous surface. 
The epidermis has deep narrow ridges 
on its underside. At the transition 
from vermilion border to mucous 
surface, the cells of the Malpighian 
layers are abruptly vacuolated; the 
vacuoles contain a PAS-positive, dia- 
stase-digestible substance, probably 
glycogen (Fig 15). The thickness of 
the lamina propria of the mucosa is 
similar to that of the dermis of the 
external lip. Toluidine blue staining 
shows many more mast cells in the 
dermis of the mucosa than on the skin 
surface. The lamina propria contains 
many nerve bundles, and large blood 
vessels occur at the interface with the 
muscular layer. 

Numerous tubuloalveolar mucose- 
rous labial glands empty onto the 
mucosa via ducts that are lined proxi- 
mally with pseudostratified columnar 
and distally with nonkeratinizing 
stratified squamous epithelium. The 
alveoli are encircled by myoepithelial 
cells and surrounded by a net of 
alkaline phosphatase-positive reactive 
vessels and copious nerves reactive for 
acetylcholinesterase. The nerves are 
more numerous around the serous 
than around the mucous acini. 

Fine nerve fibers form dense net- 
works in the upper lamina propria and 
extend around the long papillae. 
Beginning in the vermilion border, 
just before the mucous membrane 
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^" begins, and extending the 1-cm length 
— of the labial apposition are numerous 
¿oo mucocutaneous end organs. A few 
extend only a short way into the 
 bueeal cavity; none are found in the 
. rest of the mucosa of the lip. Fine 
== elastic fibers are scattered through 
— "the lamina propria and only some 
subepidermal fibers rise to the epithe- 
- lium; there are scarcely any coarse 
5 elastice fibers. Fine elastic fibers 
~~ surround the ducts of the labial glands 
themselves. 








COMMENT 


L As in our previous studies of 
| hitherto neglected areas of human 
_ skin, we now report some unique 
"features in the skin of the nose and 
= lips. Since the general nature of skin— 
^" its appendages, vasculature, and in- 
nervation—has been discussed in de- 
tail elsewhere, our comments will be 
confined to characteristic local fea- 
tures. 
The external surface of the nose is 
p recognized at once by its numerous 
a glands, Kligman and Shelly" resur- 
rected the term "sebaceous follicle" to 
designate the gigantic sebaceous 
- glands that are associated with single 
< vellus hair follicles. The large dilated 
ducts of these follicles are Kligman 
and Shelly’s “patulous pores” that are 
normally found on the alae nasi of 
adults. Our observations of these seba- 
ceous follicles differ slightly from 
those of other authors.'*'^ No clinical 
histories were available, but we found 
| no evidence of disease. According to 
pd Klhgman, '5 the granular layer is incon- 
-~ gpicuous in the lower four fifths of the 
duct of sebaceous follicles, whereas in 
our specimens it often descended 
- almost to the glandular portion. In 
addition to sebum, the ducts in our 
specimens contained layers of keratin 
and masses of bacteria down to the 
level of the glandular lobules. Con- 
trary to Kligman's observation that 
"normal, sebaceous follicles generally 
contain only a single hair,"'^ three of 
our five specimens had many seba- 
ceous follieles with multiple hairs 
trapped in their ducts. Long ago, 
Franke" named them "Pinselhaar" 
(brush hair); a year later, Nobl“ 
. dubbed them "trichostasis spinulosa.” 
oss We find this to be a normal condition 
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on the alae of most individuals. In 
serial sections, we have reported that 
only one hair follicle is associated with 
each glandular unit. Like many oth- 
ers, we believe that multiple hairs 
result from the trapping of hairs shed 
by a single follicle. 

The vestibule is the unique and 
perhaps most neglected area of the 
nose. The hairs there are so gross that 
they share a common name, vibrissae, 
with the hairs that emerge from the 
sinus follicles of other mammais. 
However, human vibrissae are termi- 
nal hair follicles, which, except for the 
lack of arrectores pilorum muscles, are 
identical with those elsewhere on the 
body; they bear no resemblance to the 
sinus hair follicles of other mammals, 
even during development.'*? These 
vestibular hair follicles are ideally 
situated in man to act as sensory 
receptors; we therefore doubt the 
eommonly held opinion that their 
primary function is to filter and slow 
down incoming air particulate matter, 
which they no doubt do. The hairs also 
slow down the flow of mucoserous 
fluid over the upper lip. 

Despite earlier observations to the 
contrary," we found no apocrine 
glands in the nasal vestibule or in the 
alae of the nose. If these glands are as 
common there as has been asserted, 
we should have found at least some in 
our limited number of specimens. 
Nonetheless, since apocrine glands 
occur sporadically on nearly all other 
body areas, they could occur in this 
area too. The previous reports that 
claim that the glands of the vestibule 
and alae are apocrine and exclude the 
possibility of eccrine glands very 
likely mistook eccrine for apocrine 
glands. Like all other eccrine glands, 
the glands we found were completely 
surrounded by cholinesterase-positive 


nerves. Another striking feature of 


this area is the numerous mucoserous 
glands, all richly innervated like 
eccrine sweat glands and the Meibo- 
mian glands of the eyelid. Since the 
ducts of some of these glands open 
onto the transitional glabrous zone of 
the nasal vestibule, they must, like the 
seromucous glands that moisten the 
snouts of many other mammals, be 
considered cutaneous glands. 
Anatomically, the lips consist of the 
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entire fleshy muscular folds that - 
surround the mouth, not just the red | 
or vermilion border of the lip, as 
common usage of the term implies. - 
Even the term “border” is misleading _ 
because this area is not so much a 
border as a transition zone between 
facial skin and the buccal mucosa. This 
zone is not mucosa but glabrous skin. ^. 
Its distinctive features are the many = 
blood vessels just beneath the epithe- 
lium and the proximity of the museu- 
lature to the epithelium. A 

The vermilion border of many adult B 
human beings contains sebaceous” 
glands, erroneously referred to as 
ectopic. In three of our five specimens, 
we found glands that were typically 
sebaceous. In a morphologically simi- 
lar area, the labia minora, sebaceous — 
glands are always present. (Fora = 
complete discussion of the so-called 
ectopic glands, the reader is referred 
to the studies of Miles.**) Historically, |... 
these sebaceous glands were first 
described by Kölliker in 1862* but ^. | 
came to be known as Fordyce spots... 
after the dermatologist who described 
them in 1896," Ironically enough, - 
Fordyce himself did not recognize ` 
them as sebaceous glands and despite | 
the evidence reported by others, 
remained unconvinced as late as 
1909.°* The function of these seba- 
ceous glands still escapes us; perhaps, 
as is often stated, the sebum they 
seerete keeps the lips from chapping. 

The lips are highly innervated. 
Numerous complex nerve plexuses 
and mucocutaneous end organs are 
found on the vermilion border near > 
the mucous membrane, especially = — 
where the lips oppose one another and ^. 
the skin becomes mucosa. Perhaps 
they are pressure receptors that `- 
record the position of the lips in rela- 
tion to one another. These end organs 
are identical with the so-called genital 
corpuscles in the genitalia. Winkel- 
mann associates their coiled ap- 
pearance with their origin from a hair 
follicle that has since disappeared." 
Though this assumption may be feasi- 
ble on the labia minora, where hair 
follieles but not their sebaceous glands 
do disappear with age," it does not 
apply to the lips. 

In our specimens, evidence of elas- 
totic degeneration under the vermil- ` 
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g on ee was slight, even though it 
^ was extensive elsewhere on the face. 
What factors protect this area from 
becoming elastotic are not known. 
. Anatomically, this area is character- 
. ized by rich vascularity and a small 
amount of elastic tissue in the thin 
dermis; the muscles of the lips lie very 
.elose to the surface. The vermilion 
border must differ physiologically 
from the surrounding areas since 
widespread eruptions of the skin 
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often spare the vermilion border 
which, on the other hand, is the site of 
predisposition for some cutaneous dis- 
eases that spare other areas. 

The vestibule of the nose must also 
differ phy siologically. Dermatology 


- textbooks do not mention it as a site 


of common skin diseases, except for 
folliculitis, although this area is well 
known to otorhinolaryngologists for 
aggressive squamous cell carcinoma.* 
We wonder whether the failure to 
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chyphylaxis to 


. Topically Applied Steroids 


7 us du Vivier, MB, MRCP 


44 5. * Acute tolerance to the vasoconstric- 
7 . tive effect of topically applied glucocorti- 
' /;eoids. in humans has recently been 
described. Similar acute tolerance to the 
















oplied. steroids in proliferating and 


shown to occur. Thus, at first, topically 


"tien of DNA synthesis and mitosis in the 
<: epidermis, but with continued treatment, 
.." -DNA synthesis and mitosis recover and 
_. the tissue becomes insensitive to further 
stimulation. This suggests that there is an 





therapeutic efficacy. 
(Arch Dermatol 112:1245-1248, 1 976) 


ecently, a colleague and I have 
described acute tolerance to the 
vasoconstriction caused by topically 
applied glucocorticosteroids.! Thus, a 
glucocorticoid applied topically will 
cause vasoconstriction within six to 
. eight hours of application that fades 
& by 24 hours. However, with repeated 
applications for a period of days, vaso- 
constriction i is no longer elicitable. If 
the skin is left untreated for three to 
four days, vasoconstriction can be 
`- produced. once more, although again it 
will fade with repeated applications. 
The more potent the glucocorticoid, 
the faster the onset of tachyphy- 
laxis. 
The relationship of vasoconstriction 
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antiproliferative properties of topically 
ormal- hairless mouse epidermis is now. 


applied. steroids cause profound inhibi- | 


optimum approach to therapy with topi- 
cally applied steroids that might reduce. 
the incidence of side effects and Improve 


to the therapeutic action of topically 
applied glucocorticoids in skin disease 
is not known, but undoubtedly the 
more potent a vasoconstrictor the 
steroid is, the more potent a pharma- 
ecological agent it is,^? a fact used to 
great advantage by the pharmaceu- 
tieal industry in the search for new 
topically applied ^ glucocorticoste- 
roids.* | 

It is known that topically applied 
steroids inhibit mitosis in normal 
human epidermis? and in psoriasis," 


and it was surmised that if tachyphy- - 
. laxis occurs to the vasoconstrictive 


action of steroids, the same might 
oceur to the antiproliferative proper- 
ties of steroids. This possibility was 
investigated in an ultraviolet light- 
induced proliferating epidermal hair- 
less mouse model that we have de- 
signed for screening for new anti- 
psoriatic compounds.^* Hydroxyapa- 
tite column ehromatography, a simple, 
rapid, and aecurate means of isolating 
DNA, was used to evaluate DNA 
synthesis, and in some experiments 


autoradiography and mitotic counts - 
were used to corroborate the results. 
It has been shown that one application | 


of glucocorticoid causes profound inhi- 
bition of DNA synthesis, but several 
applieations during a 54-hour period 
(the limited duration of the model) no 
longer have any effect. Normal hair- 
less mouse skin was also investigated 
and similar acute tolerance was 
demonstrated, suggesting that per- 
haps more attention should be paid to 
the frequency of applieation of these 
drugs for the best therapeutie re- 
sults. 
EXPERIMENTAL METHODS 


We applied 0.05% fluocinonide cream and 
propylene glycol (control), 0.03 ml for each 





plasia within 48 to 72 hours,’ The 


because of the limited time span of the - 
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application, to the anterior aspect of the 
dorsum (henceforth called the neck) 
random-bred hairless mice (strain HRS. 
of either sex, aged 3 to 6 months. The 
posterior aspect (henceforth called the 
back) was left untreated to monitor for a - 
possible systemie effect of the agent : 
applied to the neck. X 
Tritiated thymidine, 25 microcuries (spe- . 
cifie activity, 15.7 curies/millimol), was | 
injected subcutaneously into the right 
thigh one hour before death. At 3 pm the- 
animals were killed by ether inhalation. All 
procedures were performed at the same 
time of day to avoid diurnal variations inc 
epidermal cell proliferation. pi 
Proliferating Epidermis. —Hairless. mouse 
skin was irradiated for six minutes at 2 
em, using a germicidal lamp. (Ge 
Electric G8T5) that causes increased 
sis, DNA synthesis, and epidermal 


were killed 54 hours after irradiatio 

The application times for each . 
ment were as follows: experiment 
hours after irradiation; experiment 2: Ph ae 
24, 31, and 48 hours after irradiation; and 
experiment 3: 1, 3, 6, 9, 24, 21, 30, 33, and 48 
hours after irradiation. In experiment. 4 


model (the u Itraviolet light-induced burst. d D 


| of increased mitosis and DNA synthesis i is: CUM a 


short-lived), applications were made twice 
daily for two days prior to irradiation and ~ 
then on five occasions after irradiation, ao 
thus, 48, 41, 24, and 17 hours prior to 
irradiation and 1, 7, 24, 31, and 48 hours | 
after irradiation. 

The number of animals used in experi- - 
ment 1 was 12 (eight treated, four 
controls); in experiment 2, 24 (12 treated, 
12 controls) in experiment 3, 24. (12 
treated, 12 controls); and in experiment 4, 


12 (eight treated, four controls). 


Normal Hairless Mouse Epidermis.— The 
same drugs were used as above and were 
applied twice daily (9 AM and 4 PM) except 
on the day the animals were killed when 
they were applied at 9 AM only. There were 0> 
seven experiments to demonstrate tachy- = 
phylaxis, consisting of 1, 3, 5,7, 9, 11, and 13 © 
applications. Twelve animals (six treated, ^. 
six controls) were used for each experi- ~ 
ment. 

Analysis of Results.-Synthesis of DNA 
was assessed for all tissues in all experi- 
ments, using hydroxyapatite column ehro- 
matography. In normal epidermis the : 
effect of three applieations and of nine 
applications of topically applied corticoste- 
roids on the mitotic index was also exam- 
ined, and the labeling index was deter- € 
mined in experiments 1 and 4 in proliferat- > p 
ing epidermis. The Student t test for dues 
unpaired data was used throughout. | 

When it was realized that application of — 
the steroid to normal epidermis (but not to ` 
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- ES] Neck 





‘ivtadiated ens produced a 
- systemic effect, the mice that had steroid 
.. applied on nine occasions and their controls 
were weighed at 3 PM each day and the 


. "result was expressed in grams. 


| Three-millimeter punch biopsy speci- 
mens were taken from the neck and back of 


the animals, to be used for mitotic counts 


< and autoradiography. The biopsy speci- 


omens were fixed in 4% buffered formalde- 





















^ hyde solution, embedded. in paraffin, 
- sectioned at Tp, and stained with Schiff- 
 Feulgen stain for mitotie agents. The 
slides were coded and counted blind. Only 


. alternate sections were counted to avoid 


‘counting duplicate mitotic figures. The 
mitotic index was expressed as the number 
of mitoses per 1,000 interfollieular basal 
-eells. For autoradiographs, sections were 
eut at 4p, dipped into nuclear track emul- 
sion (Kodak type NTB-2), and exposed in 
light-tight boxes for three weeks at 4 C. 
The slides were then developed and fixed, 
Stained with Mayer hematoxylin-eosin, 
-and mounted. The slides were also coded 
-and read blind, and the labeling index was - 
expressed as. the number of basal cell nuclei 
containing five or more silver grains per 
1,000 interfollicular basal cells. 8 
-. Hydroxyapatite Column Chromatogra- 

phy.—Hydroxyapatite, Ca,,(PO,),(OH)., has 
the unique property of high affinity for. 


DNA but none for RNA and proteins, e 
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.anhibition. (P 05), but nine applications either during a 54-hour 
UST period (experiment 3) or for five days (experiment 4) causes no 
gH significant ee of DNA synthesis. 
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Fig 2.—In proliferating epidermis, one steroid application causes 
profound inhibition of DNA synthesis, but nine applications for 


five days no longer have an effect. 


Thus, DNA may be extracted from the 
epidermis by loading crude cell lysate from 


 hairless mouse epidermis labeled with 


tritiated thymidine onto a hydroxyapatite 
column and washing the RNA and proteins 
through with a low-salt buffer while the 
DNA remains bound until eluted with a 
high-salt buffer. The DNA is measured 
quantitatively in a spectrophotometer and 
then the radioactivity of the sample is 
determined in a liquid scintillation counter. 
It is a quick, accurate, and simple tech- 
nique and results may be obtained from 24 
different samples of skin by one operator 
within five hours. 

When the mice are dissected, the neck 
and back skin are removed separately, 
biopsy specimens are taken for the mitotic 
and labeling indices, and the remaining 
tissue is available for DNA isolation. A 1.5- 
em gap is left between the neck and back 
skin to minimize the possibility that an 
agent applied to the neck area might have 
spread onto the adjacent part of the back. 
We have established (by incorporating a 
Sudan IV dye into propylene glycol) that 
spread does not oceur onto the back skin. 

The epidermis is prepared for DNA 
isolation by first separating it from the 
dermis. The skin is placed dermis down on 
a plate heated to 55 C for 30 seconds, and 
the epidermis ean then be easily scraped 
away from the dermis with a sealpel blade. 


The epidermis. is wrapped in aluminum 
foil, frozen in liquid nitrogen, and stored at 
—90 C until used. 

Approximately. 30 mg of epidermis is 
taken and the cells are lysed in a tissue 
grinder in 5 ml of a solution containing 8M 
urea, 1% dodecyl sodium sulfate, 10°°M 
ethylenediaminetetraacetic acid, and 0.24 
sodium phosphate. buffer, pH 6.8. 

The hydroxy apatite column chromatog- 
raphy is performed, using a 20-ml glass 
syringe as a column. Tygon tubing with a 
clamp is attached to the nozzle. A filter 


(any colorless cotton material of suitable 


mesh) is placed at the bottom of the 
syringe on top of which is layered 1 cm of 
sand (Mallinckrodt. 7062). The syringe is 
filled with 10 ml of a solution containing 
8M urea and 0.24M sodium phosphate 
buffer, pH 6.8 (starting buffer) at room 
temperature. Crystals of hydroxyapatite 
(Bio-Rad 13596) are added and allowed to 
settle to form a bed about 1.5 em deep. The 
erude epidermal cell dy sate is added and 
washed through the hydroxyapatite with 
90 ml of the starting buffer in 15-ml 
washes (after this volume there is no 





ultraviolet absorbing material present, 


eluted). In order to achieve. a flow rate of 
approximately 5 ml/min, the surface of the 
hydroxyapatite should be gently disturbed 
with a glass hand pipette on one occasion 


indieating that all the RNA has been 
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index in Normal Epidermis* 


Steroid-treated 
.' patients 


n Controls 
ze 






E 2 B Neck: was treated: back was left untreated to 
< monitor for systemic effect. 
E . {Mean + SD. 










A after the Iyi sate has been added. The urea is 
d in 15-ml washes with 90 ml of 
(M. sodium phosphate buffer, pH 6.8. 
Th hydroxyapatite is then ready for the 
on of DNA. Six milliliters of 0.48M 
m phosphate buffer, pH 6.8, is added 
d the first 1-ml sample and subsequent 
hree 1.5-m] samples are collected. Expe- 
rience shows that the middle two samples 
' contain the DNA. After use, the hydroxya- 
patite is dissolved away by passing 5N 
hydrochloric acid through the syringe. The 
sand can be washed and used again. It 
should be noted that the sodium phosphate 
buffers are made up in equal parts of 
monobasic hydrous to dibasic anhydrous 
sodium phosphate. 

The absorbance of DNA is measured in a 
speetrophotometer (Beckman model 25) in 
quartz cuvettes, using an ultraviolet light 
source at 260 nm. If the ^260:^280 ratio is 
less than L8, the sample is eontaminated 
with protein, indieating inadequate wash- 
ing of the hydroxyapatite prior to the 
elution of DNA. This ratio is important for 
obtaining consistent and accurate results. 
Assuming that one optical density is 
approximately equal to 50ug of DNA per 
milliliter,” the DNA content of the sample 

may be calculated. 

n In preparation for liquid scintillation 
| cou ting, 1 ml of 16M urea is added to allow 

ie scintillant (Insta-Gel) to gel properly 

-and 4:ml of Insta-gel is added to the 1-ml 

< sample, briefly shaken, and refrigerated 

— for 80 minutes before counting. Results are 















expressed as counts per minute per l0ug of. 


hl DNA (the minimum yield of DNA. was 
— 10ug/ml). 


RESULTS. 


Proliferating Epidermis.—Figure 1 
shows almost a fivefold depression of 
DNA synthesis (P < .01) after one 
application of steroid to the neck six 
hours before sacrifice (experiment 1). 
That the effect is local is shown by the 
lack of effect on the back skin of the 

--. animals. If the steroid is applied five 


"Arch Dermatoi—Vol 112, Sept 1976 


= Apel Sations 6 of Steroids on Mitotic | - 










No. of 
Applications 


*From time zero. 


tSignificance of weight loss compared with preceding reading. 
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Fig 3.—Effect of increasing applications ot steroids on DNA synthesis in- normal pum 


epidermis. 


times during a 54-hour period (experi- 
ment 2), the inhibition of DNA 
synthesis is only significant at the 5% 
level. If it is applied nine times either 
during a 54-hour period (experiment 
3) or for five days (experiment 4) as 
described earlier, there is no signifi- 
cant inhibition of DNA synthesis in 


comparison with controls. Figure 2 


shows the labeling indices that were 
caleulated for the single application 
and the five-day experiment; these 
confirmed the results demonstrated 
by our new DNA isolation technique. 
Normal Epidermis.—Figure 3 illus- 
trates tachyphylaxis to the applied 
glucocorticoid. One application caused 
inhibition of DNA synthesis in the 
neck in comparison to controls 
(P< .01) and also in the back 
(P < .05), suggesting a systemic ef- 
fect from the steroid. This trend 
continues, for after three applications 


during a 30-hour period there is. 
complete inhibition of the incorpora- 
tion of tritiated thymidine into DNA 
in both the treated neck and un-  . 
treated back areas. After this, how- — . 
ever, recovery begins to take place. 
After seven applications, DNA syn- | 
thesis in the treated neck area i 
increased over controls (P < 01; an 
after 13 applications, DNA synthesi: $ 
is the same as controls. Recovery is- 
slower in the untreated back. skin but. 
after 13 applieations is significantly 
increased over controls (P < .01). Mi-: 
totic counts were performed to con-. 
firm the results after three and nine 
applications of steroid (Table 1). After | 
three applications, there is profound 
inhibition of mitosis in both neck and- 
back areas, but complete recovery has - 
taken place in the neck area. anc 
7 partial in the back area after ni 
_ applications, so that acute tolera 
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mals (Table 2) did not lose weight, but 
after three and five applications of 
steroid to normal epidermis there was 
significant weight loss from the 
previous weighing (P< .01) There 
was no further weight loss with subse- 
quent weighings, confirming in the 
whole animal what has been observed 
in one organ, the skin. 
— "The reason why a systemic effect 
. should occur in normal but not in 
^ -proliferating epidermis is unclear. 
^. Perhaps because of the thin nature of 
the normal epidermis as opposed to 
the hyperplastic epidermis induced by 
. irradiation the steroid is better 
absorbed, and therefore a systemic 
éffect is observed in untreated areas 
of skin. 


COMMENT 


~ Dermatology is the one branch of 
medicine in which the dose and 
administration of drugs applied topi- 
cally are not strictly controlled. The 
drugs are applied by the patients 
themselves and inevitably the quan- 
^os tity of drug applied varies. Also, the 

frequency of application varies ac- 
==> ccording not only to the patient's 
perseverance but also to the instruc- 

tions of the individual physician. 
. .. There is no standard mode of prescrib- 
- . ing topically applied corticosteroids. 
«^ The demonstration of tachyphylaxis 
- to the vasoconstrictor properties of 
-=== topically applied corticosteroids and 
<= also to the chemotherapeutic proper- 
ties suggests that there may exist an 
., optimum approach to topical efficacy 
.. with these powerful agents. Local side 
. effects are now frequently seen— 
© striae and atrophy," telangiectasis,"' 
— and purpura, as well as the production 
^ of a rosacea-like disease on the face,” 
. Recent work" suggests that fears of 
pituitary-adrenal suppression from 
© topically applied steroids may have 
. been exaggerated in adults, but in 
- children, at any rate, the dangers of 
^ systemic toxicity from topically ap- 
-plied steroids have been emphasized.” 
The development of tachyphylaxis to 
. a drug depends on dose and time. It 
may be that with lower doses of topi- 

cally applied steroids, more widely 

spaced in timing of application, a 





"Weight of Animals.—The « BU ani- 
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sustained inhibition of cell division . 


would be produced and, as a benefit of 
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would be reduced. 

"Tachyphylaxis is the rapid onset of 
tolerance to the action of a drug fol- 
lowing a single or a few doses given 
over a short period of time, and it has 
been demonstrated with other hor- 
mones. Estrogens and androgens are 
mitogenic hormones giving rise to cell 
proliferation in target tissues, but 
continued administration of such a 
drug results in a fall in mitotic activi- 
ty. ^" Under stress conditions, adre- 


nal and hypophyseal hormones inhibit. 


cell division in gastric mucosa, but 
with continued stress, cell division 
proceeds normally.5 Teir and Isota- 
lo,? while investigating the influence 
of systemic administration of corti- 


sone on rat skin in vivo, showed a clear 


antimitotic effect with a single dose, 
but with prolonged administration the 
mitotic ratio was almost normal and 
the rats having been ill and lost 
weight initially then steadily gained 
weight. The mechanism of these 
phenomena and of our demonstration 
of tachyphylaxis to the antimitotie 
properties of topically applied gluco- 
corticosteroids could be explained in 
terms of a negative feedback system" 
to maintain mitotic homeostasis in a 
similar manner to the hormonal ho- 
meostasis controlled by the hypotha- 
lamic, pituitary-adrenal axis. Of some 
interest in supporting the idea of 
negative feedback inhibition is the 
finding, in regard to the experiments 
on normal hairless mouse epidermis, 
that three applications of steroid 
cause profound inhibition of DNA 
synthesis in the neck epidermis, five 
applications cause inhibition but not 
as great, but seven applications great- 
ly increase DNA synthesis in compar- 
ison with eontrols, suggesting an 
"overshoot" phenomenon, before re- 
turning to normal with 13 appliea- 
tions. 

It is not known whether Quei 
laxis occurs to the antiproliferative 
properties of topically applied corti- 
eosteroids in normal or diseased 
human skin, but the fact that such a 
phenomenon occurs to the vasocon- 
strietive properties in normal human 
skin suggests that these findings in 
miee may be confirmed in humans. If 
they are, then it should be possible to 
design more precise and effective 
therapeutic schedules for skin dis- 


^ eases. 


e incidence. of "ide è ects 


Richard B Stoughton, MD, and Wayne! nena: 
ter, PhD, gave advice, and June Dandliker, MA, 
provided statistical help. 


Nonproprietary Name 
and Trademarks of Drug 


Fluocinonide—Lidex, Topsyn. 


References . 


1. du Vivier A, Stoughton RB: Tachyphylaxis 
to the action of topically applied corticosteroids. 
Arch Dermatol 111:581-583, 1975. 

2. McKenzie AW: Percutaneous absorption of 
steroids. Arch Dermatol 86:611-614, 1962. 

3. McKenzie AW, Atkinson RM: Topical activ- 
ities of betamethasone esters in man. Arch 
Dermatol 89:741-746, 1964. 

4. Stoughton RB: Status of topieal therapy. 
Clin Pharmacol Ther 16:869-872, 1974. 

5. Fisher LB,.Maibach HI: The effect of corti- 
costeroids on human epidermal mitotic activity. 
Arch Dermatol 103:39-44, 1971. 

6. Baxter D, Stoughton RB: Mitotie index of 
psoriatic lesions treated with anthralin, glucocor- 
tieosteroid and occlusion only. J T nvest Dermatol 
54:410-412, 1970. 

1. du Vivier A, Stoughton RB: An animal 
eds for sereening topical and systemic drugs 
for potential use in the treatment of psoriasis. 
J Invest. Dermatol 65:235-237, 1975. 

8. du Vivier A; Bible R, Mikuriya R, et al: An 
animal model for screening drugs for antipso- 
riatie properties using hydroxyapatite to rapidly 
isolate DNA from the epidermis. Br J Dermatol 
94:1-6, 1976. 

9, Felsenfeld G, Hischman SZ: A neighbor- 
interaction analysis. of hypochromism and spec- 


tra of DNA. J Mol Biol 13:407-427, 1965. 


10. Epstein NN, Epstein WL, Epstein JH: 
Atrophie striae in patients with inguinal inter- 
trigo: Pathogenesis. Arch Dermatol 81:450-451, 
1963. 

11. Ive FA, Marks R: Tinea incognito. Br Med 
J 3:149-153, 1968. 

12. Sneddon IB: Adverse effects of topical 
fluorinated corticosteroids in rosacea. Br Med J 
1:671-673, 1969. 

18. Munro DD, Clift DC: Pituitary-adrenal 
function after prolonged use of topical corticoste- 
roids. Br J Dermatol 88:381-385, 19738. 

14. Wilson L, Williams DI, Marsh SD: Plasma 
corticosteroid levels in out patients treated with 
topieal steroids. Br J Dermatol 88:313-380, 1973. 

15. Feiwel M, James VHT, Barnett ES: Effect 
of potent topical steroids on plasma cortisol levels 
of infants and children with eczema. Lancet 
1:485-487, 1969. 

16. Finn CA, Martin L, Carter J: A refractory 
period following oestrogen stimulation of cell 
division in the mouse uterus. J Endocrinol 44:121- 
126, 1969. 

17. Sheppard H, Tsien WH, Mayer P, et al: 
Metabolism of the aecessory sex organs of the 
immature male rat: Changes in nucleie acid 
composition and uptake of thymidine-*H induced 
by eastration and methandrostenoline. Biochem 
Pharmacol 14:41-51, 1965. 

18. Epifanova OI: Effects of hormones on the 
cell cycle, in Baserga R (ed): The Cell Cycle and 
Cancer. New York, Marcel Dekker Ine, 1971, pp 
143-190. 

19. Teir H, Isotalo A: Influence of cortisone on 
mitosis: I. Effeet of single dose and prolonged 
application. Ann Med Exp Biol Fenn 31:171-180, 
1953. 

20. Bullough WS: Mitotic and functional ho- 
meostasis: A speculative review. Cancer Res 
25:1683-1727, 1965. 






Tachyphylaxis to Steroids—du Vivier * 





Itraviolet Light and Tar in the 
ioeckerman Treatment of Psoriasis 





Albert R. Marsico, MD; William H, Eagistein, MD; Gerald D. Weinstein, MD 















an attempt to evaluate and improve 


ere studied. The effects of UV irra- 





NE ment o psoriatic. lesions were compared. 
The combinations of 1% CCT ointment 
‘with UV irradiation and of 6% CCT oint- 





ment with UV irradiation were found to be. 


equally effective. The combination of UV 
irradiation with ointment had little effect 
. on psoriatic lesions. In most cases, the 
combination of 1% CCT ointment and UV 
irradiation was superior to high-concen- 


tration (6%) tar ointment wihout UV irra- - 


diation. This study suggests that UV light 
is an important component of the Goeck- 
erman treatment and that tar and UV irra- 
- diation are superior to tar alone. 
(Arch Dermatol 112:1249-1250, 1976) 


he Goeckerman method,” includ- 

ing various modifications, has 
generally proved to be effective, safe, 
.. and simple for treating widespread 
. psoriasis in the hospitalized patient. 
There are few controlled studies 
evaluating the individual and com- 
bined roles of artificial ultraviolet 
. (UV) irradiation and crude coal tar 
(CCT) ointment in the Goeckerman 
treatment of psoriasis. In one study, 
Young,‘ using a high-pressure mercu- 
ry arc lamp, could not demonstrate a 
therapeutic effect of UV irradiation 




















Accepted for publication Nov 5, 1975. 

From the Department of Dermatology, Uni- 
versity of Miami School of Medicine, Miami, 
Fia. 

punt requests to Department of Dermatoi- 

ogy, University of Miami School of Medicine, PO 
, Bor 520875, Biscayne Annex, Miami, FL 33152 
— (Dr Eaglstein). 





ks Arch Dermatol—Vol 112, Sept 1976 


oeckerman treatment. of psoriasis, - 
nbinations of tar and ultraviolet (UV) 


tion alone, of crude coal tar (CCT) 
-ointment alone, and of UV irradiation with 
1% CCT ointment and with 6% CCT oint- 


alone in psoriasis and, furthermore, 


could not enhance the therapeutie 
effect of CCT, in concentrations 
varying from 2% to 10%, in zinc oxide 


paste by the addition of UV irradia- 


tion. Our earlier studies, however, 
have indieated that UV irradiation is 
an active component of the Goeck- 
erman treatment. In an attempt to 
resolve some of these issues, we have 
compared the effects on psoriasis of 
CCT ointment alone, of UV irradia- 
tion (primarily UV-B) alone, and of 
two concentrations of CCT ointment 
plus UV irradiation. 


SUBJECTS AND METHODS 


All patients receiving the Goeckerman 
treatment at the University of Miami were 
hospitalized on the Dermatology Service. 
The CCT used was an anhydrous petro- 
latum and wood aleohol base (Aquaphor) 
with 1% polysorbate 80 (Tween 80). The tar 
ointment was applied to the psoriatic 
plaques twice daily. Approximately ten 
hours after application, the tar ointment 
was removed with mineral oil, and the 
patient bathed with a mild soap and water. 
After bathing, the patient was exposed to 
UV light in a "lightbox" for increasing 
periods of time. After UV irradiation, CCT 
ointment was again applied, and the proce- 
dure was repeated for a second time during 
the day. The second applieation of CCT was 
generaly at bedtime. During the first 
day's treatment, the patient received two 
15-second lightbox exposures. The expo- 
sure time was increased by approximately 
15 seconds per treatment (30 seconds/day). 
If the patient's normal skin became red 
and tender, a 5% aminobenzoie acid 
sunsereen was used to protect these areas, 
thus allowing an inerease in the amount of 
light to involved sites. The lightbox was 
4 x 4 7 feet and had 24 UV light bulbs 
(Westinghouse FS-40), each 48 inches in 
length, attached to the inner walls at stag- 
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gered heights. The inferior: s 1 
made of highly reflective. alu: 
measurements show that these ul 
both UV-A and UV-B, with 809 
energy being UV-B. The total emissio 
the center of the box was 5,340 engen 
sec. ; 
Fifteen patients, aged 15- to 15. witl 
stable, plaque-type psoriasis participated 
in these therapeutic trials; there. were 
seven male and eight female: sübjec a 
Using the paired comparison technique, 
the response of lesions of one upper or - x 





lower extremity was compared to that of | . 


lesions on the contralateral extremity. The 
participants were treated according. to one E 
or two of the following schedules © ~ Uu 
Schedule A — Applieation of 1% CCT oint- Dm 
ment to one extremity and of 6% CCT. | 
ointment to the contralateral extremity, HS 
followed by UV irradiation of both. x 
Schedule B~Application of 1% CCT oint- 
ment to one extremity and of ointment = 
base alone to the contralateral extremity, . 
followed by UV irradiation of both. | 
Schedule C— Applieation of 1% CCT oint- 
ment to one extremity, followed by UV | 
irradiation, and application of 6% CCT =; 
ointment to the contralateral extremity, 
which was then covered with three layers 
of toweling before lightbox exposure 50 ONES 
that it received no UV irradiation. |. => 
Comparisons of the scaling, redness; : 
elevation, and induration of the psoriatic 
plaques were made daily. Lesions- were. 
considered “clear” when they were no- 
longer scaly, elevated, indurated, or red. 
Pink or hyperpigmented macular areas Du 
were considered clear. A 


RESULTS 
General Effects 







Fifteen patients participated in the > 
study and completed the course of | 
treatment. Redness and tanning of. 
the normal-appearing skin were noted 
on all the UV-irradiated areas but not 
on any of the non-U V-irradiated sites. 
















The scale was gone from all treated 
-lesions after four to five days of ther- 
apy: 


Schedule A - 


Six patients were treated according 
to this schedule. The response to 6% 
CCT ointment and UV irradiation was 
equal to the response to 1*6 CCT oint- 
ment and UV irradiation in all six 
^s. trials. All lesions were cleared in an 

average of 17 days. 


Schedule B 


This schedule was tested on nine 
^ patients. Other than the loss of scale, 
— the lesions treated with UV irradia- 
- A tion and ointment base alone did not 
.. greatly improve in 12 days. The 
- lesions on the side treated with 1% 
CCT ointment and UV irradiation 
obviously improved within 12 days; 
they were less raised, indurated, and 
red. The lack of response on the oint- 
ment base side and patient dissatis- 
=- faction forced us to conclude the 
= "eomparison after 12 days. 


Schedule C 


Fifteen patients were treated ac- 
cording to this schedule. The lesions 
-treated with 1% CCT and UV irradia- 

"^ tion were either totally cleared (nine 
patients) or considerably less indu- 
"rated (two patients) than those 
> treated with 6% CCT ointment and no 
<=>. UV irradiation during the course of 
-othe trial. For the remaining four 
patients, the lesions on both extremi- 
ties improved equally. The response to 
— 6% CCT ointment applications alone 
<- was never better than the response to 
1% CCT ointment and UV irradia- 


























tion. 
| COMMENT 

In this study, the effectiveness of 
high-concentration CCT ointment 


. with and without UV irradiation and 
=- that of UV irradiation alone have 
been compared to the effectiveness of 
-a 1% CCT ointment with UV irradia- 
_ tion (primarily UV-B). We found that 
1% and 6% CCT ointment, each 
: followed by UV irradiation, are equal- 

ly effective. That tar plays a major 
role in the Goeckerman method is 
demonstrated by the fact that UV 
irradiation alone (with ointment base) 
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Comparison of Effectiveness of 196 
CCT and UV Irradiation to 
Various Combinations of Tar and 
irradiation 


1% CCT & UV 
irradiation ts 


Combination Better Equal Worse 


6% CCT & UV 
irradiation 

Base & UV 
irradiation 

6% CCT 
without UV 
irradiation 





was of little clinical value when 
compared with 1% CCT plus UV irra- 
diation. On the other hand, CCT oint- 
ment alone, even in high (6%) concen- 
trations, was not as effective as 1% 
CCT ointment plus UV irradiation 
was for 11 of 15 patients. In contrast 
to the present findings, Young? was 
unable to enhance the effect of tar on 
psoriasis by the addition of artificial 
UV light. However, in his studies, a 
film of 2% to 6% CCT in zine oxide 
paste sufficient to leave a brown color 
was "purposely" left on the lesions 
before UV light exposure. In unpub- 
lished studies, we have demonstrated 
that a thin film of CCT in zinc oxide 
paste will block erythrogenie UV 
light. Additionally, patients received 
only one light exposure daily. It seems 
likely that insufficient UV light was 
delivered to the patients' skin in 
Young's study. High-concentration 
tar was maximally effective for four 
of our 15 patients, suggesting that 
this tar concentration is more effec- 
tive than artificial UV light alone. 
Whether the effect of tar and UV 
light in the Goeckerman treatment 
for psoriasis is additive or synergistie 
remains unknown. It has been 
thought that tar preparations make 
the psoriatic lesions more responsive 
to UV light, and this general concept 
has been loosely referred to as the 
phototoxic effect of tar on skin. It has 
recently been demonstrated that, on 
normal skin, tar-induced phototoxicity 
occurs only in the presence of UV-A in 
amounts not obtainable with UV light 
sources presently used in the Goeck- 
erman treatment. It is likely, there- 
fore, that this type of phototoxicity is 
not a prerequisite for the therapeutie 


response, since phototoxie doses of 
UV-A were not given in this study* 
However, UV-B does produce sunburn 
(a phototoxic effect), which is prob- 
ably necessary for an effective Goeck- 
erman treatment. When lamps that 
supply UV-A in doses sufficient to 
cause a phototoxic response in normal 
skin are available, their effect on 
psoriatie lesions may be equal to or 
better than the present Goeckerman 
method. 

We conclude that, for most patients, 
the Goeckerman  treatment—CCT 
ointment plus artificial UV irradia- 
tion (mainly UV-B-—will produce a 
more rapid response than CCT oint- 
ment alone, even in high concentra- 
tions. It is apparent that, in high 
concentrations, tar alone has some 
beneficial effect on psoriasis, al- 
though the degree and rapidity of its 
effect are less than when UV light is 
added. No additional improvement is 
found by using 6% CCT in place of 1% 
CCT when irradiating with UV-B. 
Artificial UV irradiation alone (as 
used in this study) was not effective. 
However, artificial UV light (primari- 
ly UV-B) has been reported* to cause 
slow improvement of psoriasis, and it 
is a well-accepted clinical observation 
that many psoriatic patients improve 
after exposure to natural sunlight. 
The latter observation may be due to 
several factors, including the differ- 
ent energy ratios of UV-A and UV-B 
in natural sunlight and in artificial 
UV light, rest, and the control of 
emotional factors in vacation set- 
tings. 


This study was supported by the Dermatology 
Foundation of Miami. 
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Monta Dilaimy, MD 


ened e is seen in the Middle East countries. 

« The lesions are annular, usually develop 
on the exposed parts of the body, and 

... worsen by exposure to the sun. | describe 

EC this condition based on observation of 20 

—... cases and review the literature. 

- (Arch Dermatol 112:1251-1253, 1976) 


gy s planus (LP) is not a rare- 


disease in Iraq. Among the 6,000 
patients that were seen during a 
period of two years (1971 to 1973) in 


the Dermatology Clinic of Mousul. 


Teaching Hospital in the northern 
part of Iraq, 66 patients (1.1%) with 


LP were diagnosed. Twenty cases. 


were classified as lichen planus sub- 
. tropieus (LPS), a distinet clinical type 

of LP that exists almost exclusively in 
Middle: East. 


- HISTORICAL ASPECTS 


D hi 1919, Fordy ce’ was the first to 
o publish a picture of this condition. He 
. did not recognize it as a separate type 











and considered it annular pigmentary 


— lichen planus. In 1941, Niles? reported 
à case fitting the description of LPS; 
unfortunately, no pictures of the 
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Subtropicus 


m ong all. the. clinical varieties of | 
a us that have been reported in 
unique and clinically distinct - 


patient accompanied his paper. In 
1949, the first full clinical description, 
comparing LPS with classical LP in a 
report of 51 cases from Palestine, was 
presented by Dostrovsky and Sag- 
her.* 
In his book Skin Diseases in 
Arabian Countries, El-Zawahry? de- 
-scribed this type of LP and published 
 eolor photographs of some of his 
patients. 


EPIDEMIOLOGIC FEATURES 


Lichen planus subtropicus accounts 
for 30% to 40% of LP cases. In younger 
age groups, it is more common than 
classical LP. Women are slightly more 
affected than men. The disease seems 
to be more prevalent among poor and 
middle class people, particularly those 
having jobs that require prolonged 
exposure to the sun. The ineidence of 
onset and recurrences is much higher 
during the spring and summer 
months. The lesions flatten out and 
improve during the winter. 

The ages of the 20 patients observed 
by me at the onset of lichen planus 
subtropicus are as follows: 1 to 10 
years of age, one patient (5%); 11 to 20 
years, four (20%); 21 to 30 years, nine 
(45%); 31 to 40 years, four (2056); 41 to 
50 years, two (10%); and 51 to 60 years, 
no patients. The most common age of 
onset was between 21 and 30 years. 


CLINICAL MANIFESTATIONS 


The most common site of this 
disease is the lateral aspect of the 


epidermis. 









forehead. In order of their freq 
other areas affected are as follow 
the dorsum of the hands, the. f 
arms, lower lip, cheeks, and neck 
1. It occasionally affects the leg 
trunk, genitals, and oral mucosa. ' he 
scalp is rarely affected and the nails — 
are not involved. The onset is insid- — 
ious, beginning as a bluish-brown, 
nonscaly, round or oval macule with | . 
well-defined borders, measuring from — - 
0.25 to 5.00 em in diameter. Later, a. — 
fine, slightly raised, pale margin 
develops, giving the false impression. — — 
that the center is depressed (Fig. 2) 
This annular configuration isa char- = 
acteristic feature. Some lesions spread = 
peripherally, others stay the same. . 
size. Nearby lesions may coalesce, '- 
forming circinate plaques. The lesions —_ 
on the dorsum of the hands areusually /— 
surrounded by discrete, flat-topped. . 
papules. The patient's primary con-. | 
cern is the cosmetic defect. Pruritus, 
if present, is minimal and occurs en. 

in the summer. | : 








HISTOPATHOLOGIC FEATURES | 


The epidermis manifests orthokera-- 
tosis and hypergranulosis. The priekle ©. 
cell layer reveals two differentstages.  . 
At the center of the lesion it is thin . 
and atrophic with loss of the rete pegs 
(Fig 3); at the borders it is acanthotic | 
with a saw-tooth appearance (Fig 4)... 
The upper dermis shows the classica 
appearance of LP, with a. band-li 

lymphocytic infiltrate hogging | 
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Fig 1.—Clinical appearance of LPS. 


Fig 3.—Histological appearance at center of lesion (hematoxylin- 


eosin, original magnification x 100). 






DIAGNOSIS 
The character of the clinical picture 
is most distinct. The annular configu- 
ration with the thready rolled border 
and the dark bluish-brown center, the 
distribution of the lesions, and the 
geographic area are sufficient to 
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Affected Sites in 20 Patients 


Site Male Female Total-(%) 
Scalp 0 0 0 (0) 
Forehead 8 9 17 (85) 
Cheeks 3 2 5 (25) 
Neck 2 2 4 (20) 
Lower lip 3 3 6 (30) 
Dorsum of hands 6 6 12 (60) 
Genitals 0 1 1 (5) 
Nails 0 0 0 (0) 
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make the diagnosis. The histologic 
study is confirmative. To the derma- 
tologist who is unfamiliar with this 
entity, many skin diseases come to 
mind: pigmented basal cell carcino- 
mas, discoid lupus erythematosus, por- 
okeratosis of Meibelli, granuloma an- 









Fig 4.—Acanthosis at border of lesion (hematoxylin-eosin, original 
magnification » 100). 


nulare, elastosis perforans serpigi- 
nosa, and secondary syphilis. Other 
conditions like fixed drug eruption, 
tinea circinata, localized neuroderma- 
titis, erythema multiforme, and poly- 
morphous light eruption should also be 
considered. All of these can be ruled 
out once a biopsy or several tests are 
performed. 


TREATMENT AND PROGNOSIS 


The course of the untreated case is 
one of remissions during the winter 
and exacerbations during the spring 
and summer. New lesions may develop 
any time, even during treatment. 
Usually not more than ten lesions are 
present simultaneously. The course is 
longer than that of classical LP; one 
half of the patients with LPS who 
were observed by me were afflicted 
for more than one year. With treat- 
ment, the course is shortened to about 
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four to six months. The use of grenz 
ys, X-rays, and bismuth has been 
. reported to be somewhat effective.** I 
did not use any of these forms of 
. therapy on my patients. Antimalarials 
(chloroquine) for two months were of 
» help in three patients. Topically 
administered steroids relieved the 
itching i in patients who complained of 
- pruritus, but did not clinically improve 
the lesions unless occlusion with plas- 


__ do not think that they are indicated in 
treating a benign condition like this 
believe the best treatment is 


sion stops growing and the 


| id . Hydroquinone seems to aid 
dn bleaching these areas. The patients 
were advised to use sun-screening 
agents on the exposed parts of their 


e A | bodies during the spring and summer 





B s to. prevent recurrences. 


COMMENT 


~The incidence of LPS in the Middle 


... East is high. Other figures from 
Egypt and Palestine as compared with 


P. the present study are as follows. In - 


my study, 66 cases of lichen planus 


were diagnosed, of which 20 (80.3%) | 








Arch Dermatol—Vol 112, Sept 1976 






















tie was used. Systemically adminis- - 
-tered steroids were not used, since I 


esionally administered steroids 
panied by sun-screening agents. - 


der flattens out after four to six. 
ions. at -weekly intervals. The. 
3 jig: entation in the center of - 
ion is not affected by the - 





were LPS. Dostrovsky and Sagher’ 


reported 131 cases of LP, of which 51 
(88.9%) were LPS. Of 220 cases of LP 
reported by El-Zawahry, 88 (40.0%) 
were diagnosed as LPS. It can be seen 
that LPS is about 30% to 40% of the 
total LP cases. In my series, the 
female to male ratio is 11:9 (55%:45%). 
In nine patients (45%), the onset was 
in summer, six (80%) in spring, two 
(10%) in winter, one (5%) in autumn, 
and in two (10%) the onset was not 
positively determined. The total num- 
ber of lesions in all patients was 111. 
This gives an average of 5.55 lesions 
per patient. 

As pointed out previously, 21 to 30 
years was the most common age of 
onset in my series. The Table lists the 
affected sites in my patients. The 


scalp was not affected and no nail 


involvement was noticed. These facts 


: demonstrate that LPS differs not only 
in clinical appearance from classical 


LP, but also in many other ways as 
well. 

A VDRL test for syphilis, urinaly- 
sis, and tests for the presence of ova 
and parasites in stools were done. 
White blood cell count, erythrocyte 
sedimentation rate, hemoglobin level, 
and total protein level with albumin: 
globulin ratio were also determined. 
All results were within normal limits. 
A biopsy was performed in all cases to 
confirm the clinical diagnosis. Immu- 
nofluorescence studies were not un- 


because in the northern part of 


genetie predisposition to thi 
LP that possibly plays. ar 


the Middle East, I suggest. de name 
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erakon because of unavailabil it 


skin in Iraq is a sign of high societ; 
rich people avoid the sun 
tanning effect. This explains w] 
most of our patients were- ie or 
middle elass people. Lan 
states that the condition is not s see 
rich people even after months of e; 
sure to the sun.* All of our pati 
were Arabs. This is interes 





where my clinie is located, anoth 
Sela the Kurds, compris 

% of the population and. the 
pice of whom none were aff 
It is not known whether 





with the other factors such 
tional deficiencies and prolo 
posure to thè sun and .hea 
mentioned by other authors. Be 
of the predominance of the disease 


“lichen planus. subtropicus.” 
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x At the Mayo: Clinic, atopic dermatitis 
poe evaluated in a series of 28 patients to 
determine whether, during the course of 
. the disease, serum IgE levels fluctuated 
- with changes in the severity of dermatitis. 

. The study covered a 1- to 1%-year follow- 
. up period. Previously, it had been shown 
that, at. initial examination, serum IgE 
levels were positively related to the extent 
-of disease. Although notable fluctuations 
in serum IgE levels and in extent of 
dermatitis were seen in more than half of 
the cases, no relationship was found 
‘between the two factors during the period 
of study. 

— (Arch Dermatol 112:1254- 1255, 1976) 


: A previous study of 58 cases of 
atopic dermatitis showed that, 

at the time of examination, a signifi- 
cant correlation existed between se- 
rum IgE level and the extent of skin 
involvement, the ratio of positive 
` results to the number of intradermal 
‘skin tests, and the intensity of the 
delayed blanch phenomenon.’ Other 


^ vstudies** also have noted consistent 


: elevations of the serum IgE levels in 
patients with atopic dermatitis, with 


a the highest levels being observed in 
_ children who also have asthma. Some 


— studies’ concur with our finding that 
. the levels are related to the extent of 
.. the atopic dermatitis. 

~The present study was undertaken 
to determine whether, during the 
. eourse of disease, patients with atopie 
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Atopic Dermatitis and IgE 


- Stephen P. Stone, MD; Gerald J. Gleich, MD; Sigfrid A. Muller, MD 


dermatitis experienced fluctuations in 
serum IgE levels and whether these 
fluctuations were related to changes 
in the severity of the disease. 


SUBJECTS AND METHODS 


The 58 patients described in the previous 
study' were interviewed by questionnaire 
to ascertain the present condition of their 
dermatitis, its extent, and any recent 
change in its severity. The questionnaire 
elicited information concerning the precise 


anatomic areas involved at the time of the - 
present study, for comparison with the 


same information recorded at least one 
year earlier. Each patient was asked to 
submit a specimen of blood for serum IgE 
measurement by double antibody radioim- 
munoassay in our laboratories, as previous- 
ly desecribed.* 


FINDINGS 


Twenty-eight patients returned the 
completed questionnaire and à sample 
of blood. The minimum length of 
follow-up (from initial to final serum 
IgE measurement) was one year, the 
range being 1 to 1% years. Of the 28 
patients, 15 stated that, overall, the 





Relationship Between Changes in IgE Levels and Severity of Disease 


dermatitis was better at follow-up, 4 
stated that it was worse, and 9 stated 
that they saw nochange (Table 1). The 
serum IgE levels at follow-up had 
increased in 11 cases, had decreased in 
14, and were unchanged in 3. The 
serum IgE level was considered to be 
changed (increased or decreased) if 
there was a difference of 10% or more 
between initial and final measure- 
ments. The serum IgE measurements 
were made 18 months apart in 18 
cases. There was no substantial corre- 
lation between serum IgE levels and 
either recent changes (Table 2) or 
overall changes in the disease activity 
(Table 3). 
|. COMMENT 

Although the present study demon- 
strated that, during the course of 
atopic dermatitis, changes in serum 
IgE levels were not related to changes 
in clinical disease, this lack of relation- 
ship could reflect failure of the 
patients to show either improvement 
or worsening in the skin disease activ- 
ity. However, this possibility can be 


Table 1.—Comparison of Serum IgE Levels 
With Extent of Dermatitis for 28 Patients 


" Extent of Dermatilis* 


Worse 


Status of Serum IgE Level 


No. of patients showing 
increase of 
5196 or more 


26% to 50% 
10% to 25% 
No. of patients showing 


. Better 


Total No. 


No Change of Patients 





no change (0 + 996) 
No. of patients sowing. 
| decrease of |. 

1096 to 25% 


— 2696 to 50% 
5195 or more 


Total No. of patients 


*As reported by patients on a questionnaire. 
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Table 2.—Comparison of Serum IgE Levels With Course 
of Atopic Dermatitis for 28 Patients 






Recent Change in Dermatitis* 







Total No. 
of Patients 





Status of Serum IgE Level 
.. No. of patients showing 


Stable 





Improving Flaring 








increase of 
5196 or more 0 § 1 6 
26% to 50% + 0 1 2 
10% te 25% Q 3 0 3 
. No. of patients showing 
no change (0 + 9%) 0 2 0 2 


‘No. of patients showing 
decrease of 


10% to 25% 1 0 3 4 

26% to 50% 0 3 2 5 
d | 5196 or more 1 3 2 
E Teal No. of patients 9 





ae “Within one month of final évalusbon of condition. 


Table 3.—Comparison of Skin Changes and Serum IgE Levels 


Nu. Serum IgE Level 
Skin Changes 









Initial, 
L4 is 


Final, 


Overall Recent* a m 





Change, % 





















"m Worse Flaring +11 : 
; B 3 No change Flaring 
Worse Flaring 24, 216 21 322 = 
Worse Stable 1,594 3,971 + 149 
11 No change Stable 1,030 13,223 + 1,184 
E improved Stable 10,988 12,130 +10 
improved Stable 6,009 11,055 + 84 
No change Flaring 5,241 4, s —11 
No change improving 2,056 
Improved Seas 4, s 4, E 
No change Flaring + s 
Improved Stable 3, z 2, s: 




















Stable 
Improving 
Flaring 
Stable 
Flaring 
Stable 
Stable 
Stabile 
Stable 


No change 
improved 
Worse 
i improved 
24 improved 
improved 
No change 
improved 

improved 












6,616 | zr 
7.362 


5, 782 
11.457 





“Within one month of final evaluation of condition. 
Follow-up period of 1 to 1% years. 


ruled out because changes in disease 
activity were reported by 19 of the 28 
patients. Thus, one may hypothesize 
that levels of serum IgE do not have a 
direct pathophysiologic role in the 
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causation of atopic eezema. 

Kumar et al," in a year-round study 
of serum IgE levels in asthmatic chil- 
dren, found that, in the children with 
atopie dermatitis, serum IgE levels 
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fluctuated regularly with. the con 
tion of the dermatitis. We had too few 
children in our series to confirm this 
observation. Only two other studie 
however, have compared fluctuations 
in serum IgE levels with fluctuations 
in the extent of the dermatitis: 
Johansson and Juhlin’ reported. that 
treatment of atopic dermatitis- with 
prednisone or azathioprine had nọ 
effect on the serum IgE levels, in spite 
of clinical improvement. However, 
among the patients who had been fr 
of dermatitis for one year or mor 
serum IgE levels had returned to 
normal. Clendenning et al’ failed | 
demonstrate important fluctuatior of 
serum IgE levels during a. 15-month 
follow-up, in spite of considerab 
variations in the extent and. severi: 
of the dermatitis. Further evaluati 
of the role of IgE in atopic dermati 
is warranted. 








This investigation was supported. in. part. ds : 
Public Health Service research grant Al- 11483; — — 
Peter C. O'Brien, PhD, assisted in the statis- E. = 
tical evaluation of results. pon 
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* Sequential topical application of 
fluorouracil and 0.5% triamcinolone ace- 
-tonide cream is as effective in the treat- 
|. ment of actinic keratoses as fluorouracil 
DA ms alone, but the combination obviates the 
. unpleasent irritation caused by fluoroura- 
"cii. Diluted (0.1%) triamcinolone aceton- 
." 7 ide cream preparations are ineffective in 
the suppression of the associated inflam- 
mation. There is no detectable difference 
-in the number of new actinic keratoses 
‘between the combination therapy and 
fluorouracil alone. 
^ 0050, These findings demonstrate that the 
< <- degree of success with fluorouracil thera- 
7 py in actinic keratosis is not related to the 
^ degree of inflammation associated with 
the treatment and are consistent with a 
chemotherapeutic explanation of fluoro- 
` uracil's effect on actinic keratosis. 
. (Arch Dermatol 112:1256-1258, 1976) 













Yhe unsightly, unpleasant, anxiety- 

producing, inflammatory reac- 
a tion caused by topical treatment of 
 &etinie keratoses with fluorouracil is 
clinically undesirable. It is not known 
if an inflammatory reaction is neces- 
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sary for successful treatment of 
actinic keratoses with topically ap- 
plied fluorouracil. 

We have used topically applied 
triamcinolone acetonide to suppress 
the inflammatory reaction associated 
with topical fluorouracil therapy of 
actinic keratoses. With the bilateral 
paired comparison technique, suppres- 
sion has been demonstrated, and the 
immediate resolution and the dura- 
tion of remission produced by the 
combination compared to fluorouracil 
alone has been evaluated. 


SUBJECTS AND METHODS 


After informed, written consent, 18 men 
and one woman with moderate to severe 
actinic keratosis of the face were admitted 
to the Veterans Administration Hospital in 
Miami, Fla. Two of the subjects remained 
in the hospital for the three-week treat- 
ment period; the remainder were dis- 
charged after a three- to four-day period 
that was required to initiate treatment and 
to be sure that they understood the instruc- 
tions and were capable of reliably 
accomplishing them. All patients in the 
study were willing to return for the neces- 
sary follow-up, and none were using 
systemic or topical anti-inflammatory 
medications. 

If subjects failed to return for scheduled 
follow-up examinations, or, if close ques- 


tioning showed that the subjects had not 
. followed directions correctly, they were 
- diseharged from. the study. Four subjects 


2 | Noninflammatory Destruction of 
. Actinic Keratoses by Fluorouracil 


Thomas Breza, MD; J. Riehard Taylor, MD; William H. Eaglstein, MD 


did not eomplete the study for the latter 
reason. 

The subjects were given two identical 
containers of medication that were color- 
coded (red, experimental; blue, control) to 
correspond to the colored wrist bands that 
were worn on each wrist by the subjects for 
the three-week treatment period. Subjects 
applied medieation from the coded contain- 
er to the side of the face that corresponded 
to the side of the same-colored wrist band. 
The medications were applied twice daily 
for three weeks. The preparations were 
applied from the hairline to the angle of 
the jaw, extending laterally to include the 
ear. The eyes and lips were avoided. 
Alternate sides of alternate patients were 
treated with the test medication. 

One percent fluorouracil in pr opylene 
glycol was used on the control side of each 
patient. The experimental side of the face 
was treated in three ways, which resulted 
in three groups of five patients each. Group 
l was treated with a solution of propylene 
glycol that contained 1% fluorouracil and in 
which 0.4% triamcinolone acetonide had 


been dissolved. Because it was difficult to | 


dissolve the triamcinolone acetonide in 
propylene glycol and because 0.4% was the 
maximum that would go into solution, we 
treated the next ten patients in the follow- 
ing manner: 1% 
glycol was applied to the entire face, and, 
after 10 to 15 minutes to allow the solution 
to dry, a cream preparation of either 0.5% 
(group 2, five subjects) or 0. 1% (group 3, 
five subjects) triamcinolone- acetonide 
cream (Aristocort) was applied to the 
experimental side. 
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fluorouracil in propylene 





NER 





Fig 1.—Right side of face after 21 days of fluorouracil treat- 


ment. 





Fig 2.—Left side of face after 21 days of treatment with fluoro- 
uracil and 0.596 triamcinolone acetonide. 


Actinic Keratoses Treated With Fluorouracil Alone and in 


Pretreatment 
Keratoses 


Patient 
sge yr 


R 
L 


d 


*Group 1 received 0.496 triamcinolone; group 2, 0.596 triamcinolone. R indicates right side; L, left side. 


Patients were examined at weekly inter- 
vals for four weeks, once at three months, 
and once at one year. Every patient was 
examined independently by two physicians 
at each visit. During the initial four weeks 
of the study, the examiners judged the 
degree of redness, pruritus, dryness, angu- 
lar cheilitis, irritation of the labial fold, 
crusting of each side of the face, and the 
degree of inflammation. The findings were 
recorded as none, left side greater than 
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ee 


Combination With Triamcinolone Acetonide* 


Fluorouracil and Inflamma- 
ememotene tion 


241 r^ 





right, right side greater than left, or equal 
on both sides. The number of actinic kera- 
toses on each side of the face were 
evaluated during the initial four visits, at 
one month, and at one year. They were also 
recorded as listed previously. 


RESULTS 


There was no decrease in the 
inflammation on either side in the 


Follow-Up 


Posttreatment 
Keratoses 


subjects in group 3, ie, those who were 
using 0.1% triamcinolone acetonide 
cream. These subjects were, therefore, 
not examined at 3 and 12 months. 
The inflammation was noticeably 
suppressed in all subjects treated with 
fluorouracil in combination with 0.4% 
or 0.5% triamcinolone acetonide cream 
(groups 1 and 2, respectively). The 
degree of suppression was not differ- 
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vas "not. possible to totally prevent 
nflammation i in any of the subjects in 
these. two groups, the difference 
between. experimental and control 
Sides was readily apparent both to 
xaminers and to all of the subjects 
and 2). The subjects preferred 
x perimental side to the control 
vith six of ten experiencing less 
 burning-and seven of ten experienc- 
cing less crusting and discomfort on 
the side with less inflammation. Two 
. of the. ten. subjects developed labial- 
. fold : inflammation, which occurred 
^ -only on the control side in both. 

The inflammatory response and the 
number of actinie keratoses present in 
. these ten subjects (groups 1 and 2) are 
„tabulated in the Table. Four of the ten 
had ho actinic keratosis on either side 
-of their faces at 1, 3, and 12 months. 
Six subjects had evidence of either 
recurrent or new actinic keratoses. In 
three subjects, the number was great- 
«er on the control side (1% fluorouracil 
only), and the number of actinic kera- 
-.toses were bilaterally equal in three 
patients. 





COMMENT 


Fluorouracil that was applied topi- 
eally with or shortly before 0.4% or 
0.5% triamcinolone acetonide de- 

 Stroyed facial actinic keratoses with 
almost no inflammation. Actinie kera- 
toses of the control areas, which were 
treated with fluorouracil only, also 
resolved, but with the expected notice- 
able inflammation. There was no 
detectable difference in the resolution 
rate or in the appearance of new 
 aetinic keratoses with or without 
inflammation for up to one year. 
Application of  standard-strength 
. triamcinolone acetonide (0.1%) follow- 
. ing fluorouracil application did not 

reduce the inflammatory reaction. 

Our findings clearly demonstrate 
that the degree of suecess with fluoro- 
uracil treatment for actinic keratoses 
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et in these i two groups. : Although it it 


is not related to the degree of inflam- 


mation associated with the treatment. 
This seems to exclude the possibility 
that fluorouracil acts by inducing a 
nonspecific, inflammatory response, 
with actinic keratoses being destroyed 
secondarily (the so-called innocent 
bystander theory). Topically applied 
fluorouracil blocks DNA synthesis in 
actinic keratoses by inhibiting thymi- 
dylate synthetase, which is the en- 
zyme that catalyzes the conversion of 
deoxyuridine monophosphate to thy- 
midine-5 monophosphate.’ This bio- 
chemical event may distort the metab- 
olism of DNA-synthesizing cells 
enough to cause cell death. It is, 
however, difficult to correlate such 
biochemical events with a biologie end 
point, such as the destruction of an 


actinic keratosis. In general, chemo- 


therapeutic agents do not require or 
provoke an inflammatory response. 
The noninflammatory destruction of 
actinic keratoses by topically applied 
fluorouracil and triamcinolone aceton- 
ide is, therefore, consistent with a 
chemotherapeutic explanation of 
fluorouracil’s action. 

Although the inflammatory reac- 
tion associated with topical fluoro- 
uracil treatment of actinic keratoses 
may be secondary to cell death, recent 
studies by Mansell et al’ suggest 
intriguing alternatives. They reported 
that results of skin tests in 11 of 15 
patients treated with intradermally 
administered fluorouracil before and 
after topical fluorouracil therapy con- 
verted from negative to positive. 
Histologieal evaluation of positive 
skin tests was consistent with a 
delayed-hypersensitivity reaction. 
These findings suggested that the 
tumoricidal effect of topically applied 
fluorouracil might be related not only 


to its antimetabolite action, but also to 


an immunological action. However, 
our ability to destroy actinic keratoses 
with little or no inflammation and the 
resolution of lesions seen in Mansell's 





patients. ido aids not. convert to skin- 
test positive militates against, an 
immunological basis for fluorouracil's 
activity. The development of delayed 
hypersensitivity to topically applied 
fluorouracil may, however, contribute 
to the apparently unnecessary inflam- 
matory response associated with topi- 
eal fluorouracil treatment of actinic 
keratoses. 

Regardless of the mechanism of 
destruction of actinic keratoses, the 
combined treatment with topically 
applied fluorouracil and high concen- 
trations of topically active triamcino- 
lone acetonide has allowed us to re- 
treat many patients who have refused 
a second course of fluorouracil in the 
past and has also allowed many people 
to continue working and interacting 
with others while receiving treat- 
ment. Because high concentration ste- 
roid preparations are expensive, this 
treatment is more costly than treat- 
ment with fluorouracil alone: Al- 
though chronic use of fluorinated 
corticosteroid preparations on the 
face can produce atrophy and telan- 
giectasia, such changes have not been 
noted in our patients following the 
relatively short three-week course of 
therapy. | 

This study was. ‘supported by the Dermatology 
Foundation of Miami, Fla, and by Public Health 
Service grants 2T01 AM 5262, CA 14395, and R01 
AM 14887, from the National Institute of Arthri- 


tis, Metabolism, and Digestive Diseases, National 
Institutes of Health. ) 


. Nonproprietary Name 
and Trademarks of Drug 


Fluorouracil —Efudexz, Fluoroplez. 
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Bement for controlling 
mild-to-severe dermatoses 


nonly 7 days* 





E - betamethasone dipropionate 





!* Cream 0.05% 
hg d Field expressed as betamethasone) 
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Whatever the 
perspective—the 
same successful 
results can 

be seen 


bid. 
Diprosone 


brand 401 


betamethasone ARAETA 




















Clinical 
photograph— 
before treatment 


Findings: sharply 
marginated, 
heavily crusted 
plaques. 











In only 
7 days 


0 Eu dae he " Findings: 
Cream O 05 /o ub uo sadi remission of 
^ Le BY é, ^ p i ^ crusting, 
> ES "ias a epidermis 
g^ "v. | essentially 


Patient profile: ý normal. 


Caucasian male, 36 years old. 


Patient history: 

No known allergies; no family history of 
psoriasis; general health good. Has taken no 
systemic medication, had no operations. 
Has had psoriasis 8 years; condition usually 
better in summer, worse in fall and winter. 


Previous therapy: 

Numerous tar preparations and other lotions; 
extensive use of topical steroids—with and 
without occlusion. 


Treatment: 
Diprosone Cream 0.0596, b.i.d. without 
occlusion. 


Note: 
Punch biopsy taken pre- and post-treatment. 


Please see Clinical 
Considerations section which follows... 


Clinical photographs and studies 
courtesy of A. S. Zelickson, M.D. 


COPYRIGHT © 1976, SCHERING CORPORATION. ALL RIGHTS RESERVED 


microscopy— 
before treatment 


Findings: rete 
ridges prolonged 
and prominent. 


Findings: 
decreased 
prolongation of 
rete ridges; return 
toward normal. 


Scanning 
electron 
microscopy— 
before treatment 
(Approx. 900X.) 


Findings: highly 
irregular stratum 
corneum. 


Findings: evenly 
structured cells 
and layers— 
approaching 
normal. 


Des qu Fen MESS 
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H t AN 


Transmission 
electron 
microscopy — 
before treatment 
(Approx. 6,000X.) 


Findings: 
markedly dilated 
superficial blood 
vessels; marked 
extracellular 
edema in lower 
epidermis; 
alterations in 
cytoplasmic 
organelles. 


Findings: very 
little, if any, 
extracellular 
edema; basement 
membrane and 
dermis normal; 
epidermis 
essentially 
normal. 














NEW bid. 
DIDrOSONE ointment 0.05% 


brand , of 


betamethasone dipropionate 


demonstrated efficacy 
in only 7 days— with b.i.d. administration 





Offers the same benefits as Diprosone Cream: 
Rapid onset of response in psoriasis, and atopic 
and contact dermatitis. 


Convenient b.i.d. dosage enhances patient cooperation: increases 
likelihood of adherence to regimen as prescribed. 


No occlusive dressing needed — but may be used if desired. 


m Convenient package sizes — 


available in 15 Gm. and money-saving 45 Gm. tubes. 


Economical —:ne rapid onset of response and b.i.d. dosage may enable 
patients to use less medication and thus save on the total cost of treatment. 


Free of parabens — sensitization rarely a problem. 


- brand of 
Diprosone* betamethasone dipropionate 
Cream 0.0595 / Ointment 0.0596 


Clinical Considerations: 


DESCRIPTION DIPROSONE is betamethasone dipropionate (9-fluoro-118,17,21-trinydroxy-168-methylpregna- 
1,4-diene-3,20-dione 17,21-dipropionate). Each gram of DIPROSONE Cream 0.05% contains 0.64 mg. 
betamethasone dipropionate (equivalent to 0.5 mg. betamethasone) in a hydrophilic, emollient cream 
consisting of purified water, mineral oil, white petrolatum, polyethylene glycol 1000 monocetyl ether, cetostearyl 
alcohol, phosphoric acid, and monobasic sodium phosphate with 4-chloro-m-cresol as preservative. Each 
gram of DIPROSONE Ointment 0.05% contains 0.64 mg. betamethasone dipropionate (equivalent to 0.5 mg. 
betamethasone) in an ointment base of mineral oil and white petrolatum. CONTRAINDICATIONS DIPROSONE 
Cream and Ointment are contraindicated in vaccinia and varicella. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any of the components of such preparations. PRECAUTIONS 
If irritation develops with the use of DIPROSONE Cream or Ointment, treatment should be discontinued and 
appropriate therapy instituted. In the presence of an infection, the use of an appropriate antifungal or 
antibacterial agent should be instituted. If a favorable response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately controlled. If extensive areas are treated or if 

the occlusive technique is used, the possibility exists of increased systemic absorption of the corticosteroid 

and suitable precautions should be taken. Although topical steroids have not been reported to have an 

adverse effect on pregnancy, the safety of their use in pregnant females has not been absolutely established. 
Therefore, they should not be used extensively on pregnant patients, in large amounts or for prolonged periods 
of time. DIPROSONE Cream and Ointment are not for ophthalmic use. ADVERSE REACTIONS The following 
local adverse reactions have been reported with topical corticosteroids: burning; itching; irritation; 

dryness; folliculitis; hypertrichosis; acneiform eruptions; hypopigmentation. The following may occur more 
frequently with occlusive dressings than without such therapy: maceration of the skin; secondary infection; 

skin atrophy; striae; miliaria. DOSAGE AND ADMINISTRATION Apply a thin film of DIPROSONE Cream 

to the affected skin areas twice daily, in the morning and at night. Clinical studies of DIPROSONE have indicated 
that applications twice a day are generally adequate. Apply a small quantity of DIPROSONE Ointment to the 
affected skin areas twice daily, in the morning and at night. APRIL 1976 


For more complete details, consult package insert or Schering literature available from your Schering 
Representative or Professional Services Department, Schering Corporation, Kenilworth, New Jersey 07033. SLS-545 


































Obviously; efficacy is foremost 
4  inyour mind when you recom- 
(d — menda therapeutic shampoo. 
acantrun-,.. And efficacy, coupled with 
UUCP EANES. cosmetic acceptability, usually 
guarantees a successful thera- 
CU IUI peutic course. 
PEGES LAT That's why Head & Shoulders 
(PHILO.  issohighly regarded in the treat- 
ment of dandruff. 


Clinically effective 

For years, Head & Shoulders 
has proved effective in the treat- 
ment of dandruff—whether for 
initial therapy or long-term 
control. And now, research shows 
that Head & Shoulders is effective 
in the treatment of seborrheic 
dermatitis.* 


Cosmetically pleasing 

Head & Shoulders lathers well, 
has a pleasant odor and appear- 
ance, and need not be left on 
the scalp for an extended period 
of time. Also, itleaves hair clean, 
manageable, and attractive. 


Head & Shoulders: 


You'll like it for 

its therapeutic benefits. 

Your patients will like it for its 
cosmetic appeal. 


*Orentreich, N.: A clinical evaluation 

of two shampoos in the treatment of 
seborrheic dermatitis, J. Soc. Cosmet. 
Chem. 23:189 (March 3) 1972. 




















So effective the first time around, 


dts seldom needed a second 





As these KOH slides suggest, MicaTin 
promises a high rate of mycological 
clearance for die-hard fungal infections 
(tinea pedis, tinea corporis and tinea 
cruris) due to Trichophyton rubrum, 
Trichophyton mentagrophytes and 
Epidermophyton floccosum. And gen- 
erally it keeps them clear. In the 
majority of patients, symptomatic relief 
occurs promptly* — usually within one 
to two weeks. And by the end of the 
fourth week, the majority of infections 
are clinically and mycologically clear.* 
But the value of MicaTin doesn't end 
here. Follow-up studies reveal a low 
incidence of relapse as confirmed by 
KOH tests and cultures, * 

Now expanded indications 

The high efficacy of MicaTin has now been docu- 
mented* in CANDIDIASIS and TINEA VERSI- 
COLOR. Candida infections should be treated for 


two weeks in order to reduce the possibility of 
recurrence, Patients with tinea versicolor usually 


exhibit clinical and mycological clearing after two 


weeks of treatment. 











Clinical 








Conversion Clearance or 
Pathogen infection KOH Culture improvement 
Trichophyton pude pedis 82% 86% 88% 
rubrum 
Trichophyton Tinea ` 
mentagrophytes corporis | pis 
Epidermophyton Tinea o PIE BUS l 
floccosum | cruris 
Candida Candidiasis? 92% 86% 88% 
albicans 
Malassezia Tinea 90€*  — 95% 
furtur versicolor 





Low incidence of side effects 
MicaTin generally has a low incidence of side 


effects, which is one reason why it is sowell accept- 


ed by most patients. Another reason is the fact 
that MicaTin smooths into the skin without 
staining and without offensive odor. There have 


been a few isolated reports of “burning” sensation, 


irritation and maceration with MicaTin; and it 
should not be used in patients with known hyper- 
sensitivity to any of its ingredients. 

* Data for tinea pedis is based on 4 weeks’ therapy in 138 patients; 
tinea cruris and tinea corporis — 4 weeks’ therapy in 50 patients; 
tinea versicolor —2 weeks’ therapy in 38 patients; candidiasis — 
2 weeks’ therapy in 23 patients and 4 weeks’ therapy in 20 pa- 
tients. Data on file, Dermatological Division, Johnson & johnson. 


+The recommended duration of treatment for candidiasis is two 
weeks. However, the data above are based on two study groups, 


the earlier of which followed a four-week protocol. (There was no 


significant difference in effectiveness between the two groups.) 
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Slide #1. (1/29) — KOH at initiation of treatment — 
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Slide #2. (2/27) ~ KOH, same patient — completion. 

of course of treatment. 

Slide #3. (3/27) — Follow-up KOH, 29 days following 
discontinuance of treatment, 
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7 stearate, peglicol 5 oleate, mineral oil, benzoic | 
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Actions: Miconazole nitrate is a synthetic antifungal 
agent which inhibits the growth of the common der- 
matophytes, Trichophyton rubrum, Trichophyton 
mentagrophytes, and Epidermophyton floccosum, the 
yeast-like fungus, Candida albicans, and the organ- 
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furfuri. 

indications: For topical application in the treatment 
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corporis caused by Trichophyton rubrum, Tricho- 
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with application of MicaTin. 

Dosage and Administration: Sufficient MicaTin 
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tinea pedis, tinea cruris, tinea corporis, and cutane- 
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maceration effects. 


Early relief of pruritus (first week) and early clinical 
improvement (one to two weeks) have been seen in 
treatment of infections caused by common derma- 
tophytes. Even though clinical improvement may be 
seen fairly soon after treatment is begun, Candida 
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matophyte infections for one month in order to reduce 
the possibility of recurrence. If a patient shows no l 
clinical improvement after a month of treatment, the- 
diagnosis should be redetermined. Patients with tinea 
versicolor usually exhibit clinical and mycological 
clearing after two weeks of treatment. 
How Supplied: MicaTin brand cream 2% containing 
miconazole nitrate 2% strength is supplied i in 1 oz. 
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-IN SKIN INFECTIONS, 
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cluding antibiotic-resistant strains), fungi, viruses, Supplied: 4 fl. oz. plastic bottles. 
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Skin Lesions Induced by Penicillamine 









Occurrence in a Patient With Hepatolenticular Degeneration (Wilson Disease) 


ules at sites of venipuncture in the antecu- 


bital fossae and at surgical suture sites. 
Histologically, these papules showed fo- 
cal areas of connective tissue degenera- 


tion in the dermis, but there was no 
evidence of inclusion cysts. The changes 
most likely resuited from the effect ot 


penicillamine on new connective tissue - 


formation at the sites of injury. The patient 


also developed crinkling of the skin other 


-face and neck while on the penicillamine 
regimen, and these changes were at- 
tributed, at least in part, to the effects ot 
this drug on connective tissue. | 

(Arch Dermatol 112:1267- 1269, 1976) 


| sese is the drug of choice 
in the treatment of hepatolentic- 
ular degeneration (Wilson disease). 


.. The mechanism of action of penicil- 
_lamine in this disease is chelation and 
~ subsequent urinary excretion of cop- 


per, which is present in excess, espe- 
cially in the liver, basal ganglia, 


 eornea, and kidney.’ This drug has 


been used also in the treatment of 
many other diseases, such as Walden- 
stróm macroglobulinemia, heavy-met- 
al intoxication, cystinuria, rheumatoid 
"arthritis, systemic scleroderma, and 
morphea, but the mechanism of action 
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2 eA 41-year-old patient with: hépatolen- y 
u ticular degeneration (Wilson. disease), 


| Kenneth E. Greer, MD; Fletcher C. Askew, MD; Donald R. Richardson, MD 


of penicillamine for these diseases has 
P  . not been thoroughly established.” 
|, Who had been treated for 15 years with 


B ~ Penicillamine is a metabolite of peni- 
penicillamine, developed small. white pap- : | 


- cillin, is antigenic, and is, thus, aller- 
. genic in man. The adverse side effects 
of this drug, however, are related not 


only to its allergenicity, but also to its 
effect on connective tissue and possi- 
bly on the chelation of heavy metals. 
Since side effects occur frequently 
with penicillamine, and since the drug 


_ is being used to treat numerous disor- 
ders, some of which are seen by 
dermatologists, we believe that the 


following case report will be of 


interest to the dermatologist. 


REPORT OF A CASE 
A 41-year-old woman with Wilson dis- 
ease was admitted to the University of 
Virginia Hospital in February 1975, for 


evaluation of chronic pulmonary disease 


secondary to recurrent aspiration pneumo- 


nia. The diagnosis of Wilson disease had 


been made in 1957, on the basis of a history 
of liver disease, a five-year history of 


progressive neurological deterioration, the 
presence of Kayser-Fleischer rings, and 
low serum ceruloplasmin levels. She was 


treated initially with dimercaprol; how- 
ever, in 1960, the dimereaprol therapy was 
discontinued and an oral regimen of peni- 


cillamine was started. The penicillamine 


was discontinued for several months in 
1960, because of the development of a 


transient skin eruption. Other than this 


period, when she received no therapy for 
her disease, she has continued to receive 
penicillamine orally, 500 mg four times a 
day, with 100 mg daily of supplemental 
pyridoxine hydrochloride, with no sympto- 
matic adverse side-effects. Her major dif- 
ficulty with the Wilson disease had been 
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bilateral vocal cord adductor paralysis that 
caused severe dysphonia and an inability to 
close off the glottie space, which resulted in E 
recurrent aspiration. in 
Results of physical exa BACON: ORES 
admission showed slight right hemiparesis, 


dystonic posturing of the hands, bilateral T 


basilar rales, and skin abnormalities of the 
face, the neck, and the volar surface of her —— 
forearms. There was yellowing and notable — 
erinkling, or wrinkling, of the skin of her - 
face and neck (Fig 1). There was multiple — 
soft white papules, 1 to 2 mm in diameter, 
overlying the veins in both antecubital 


fossae and on the proximal portion of the _ 


flexor area of the forearms (Fig 2) and 
similar papular lesions surrounding a  . 
surgical sear on the right forearm (Fig 3). o 
The patient had been aware of the 
inereased yellowness and wrinkling of the 
skin of her face and neck for at least four 
years. The papular lesions surrounding the 
scar on the forearm appeared in 1965, 
shortly after surgery for flexor tendon 
release for hand contracture, and the - 
lesions coincided with suture sites. The o 
white papular lesions over the veins had .. - 
developed five to seven years after muli- —— 
ple venipunctures. According to her histo- 
ry, she had never developed bruises or 
blisters secondary to trauma in any of 
these sites or other areas of her skin. She 
did not complain of anorexia or loss. of 
taste, and according to her present and > 
past medical records, there had been no . . 
evidence of renal or hematologic side- = 
effects from the penicillamine. The patient 
underwent surgery for a feeding gastros- =- 
tomy in March 1975, and was discharged on — => 
an oral regimen of penicillamine and pyri- Lord 
doxine. ^ 

A biopsy specimen was taken from: the 
skin of the left antecubital fossa where th 
white papular lesions were most ob 
The transversely oval lesion was locatec 











































the upper part of the dermis. Hematoxylin- 
eosin stain showed focal degeneration and 
homogenization of the connective tissue, as 
illustrated in Fig 4 and 5. This degenera- 
tion was characterized by a loss of the 
normal elastic and collagenous architec- 
ture. There was replacement of the dermal 
fibrillar structures with clumped and gran- 
ular eosinophilic material. Special stains 
(Masson trichrome and Weigert) were not 
helpful in isolating elastic or collagenous 
components. There was no evidence of eyst 
formation. 


COMMENT 


Skin lesions induced by penicil- 
lamine have been reported previously 
and include an acute hypersensitivity 
reaction that is characterized by a 
local or generalized erythematous 
maculopapular eruption or urticaria,’ 
hemorrhagic blisters at sites of fric- 
- tion or trauma that heal with inclusion 
eyst formation," and elastosis per- 
. forans serpiginosa. Other and often 
. more serious adverse reactions to 
` -penicillamine include thrombocytope- 
. mia, neutropenia, proteinuria, nausea, 
vomiting, anorexia, and loss of taste 
(hypogeusia),’ pyridoxine deficiency 
(unless supplemental pyridoxine is 
given), and a lupus-erythematosus- 
like syndrome.” Side effects occur 
frequently, especially when the drug 
is used in high doses and over a long 
period of time. Thirty-eight of 107 
patients with rheumatoid arthritis, 
who were treated with penicillamine 
during a period of five years, devel- 
oped one or more of the above adverse 
effects.’ 

Although the pathophysiologic 
mechanism for all of the adverse 
effects produced by penicillamine has 
not been fully explained, the maculo- 
papular or urticarial skin eruptions 
are presumably allergic in nature. The 
loss of taste or hypogeusia is possibly 
related to copper or zine deficiency 
produced by chelation with penicil- 
lamine." The papular skin lesions 
deseribed in this and in previous 
reports are probably related to a 
defect in new collagen formation." 
Penicillamine prevents the cross- 
linkage of collagen and perhaps of 
elastin in soft tissues, although it does 
not appear to meaningfully affect the 
rate of collagen synthesis. In the 
synthesis of collagen fibers, a tropo- 
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Fig 1.—Crinkling of skin of face and 
neck. 





Fig 2.—Small white papules overlying 
veins in left antecubital fossa. 


collagen unit consists of three poly- 
peptide chains that are bound to each 
other by hydrogen bonds. These units 
are then bound together by covalent 
cross-linkages of aldehyde residues to 
form insoluble collagen. The inter- 
ference with collagen cross-linkage is 
presumably caused by the action of 
penicillamine with these aldehyde 
residues on the young collagen mole- 
cule, which thus blocks the develop- 
ment of the stable covalent bonds that 
are characteristic of mature colla- 
gen." Whether or not this process is 
brought about partially by a local defi- 
ciency in copper from penicillamine 
chelation is unknown. The abnormali- 
ty in cross-linkage inereases the 
degree of solubility of the collagen 
molecules in the dermis, which nor- 
mally is composed of approximately 
90% insoluble and 10% soluble colla- 
gen.’ The result is a decrease in the 
tensile strength of the collagen, thin- 
ning of the skin, and an increase in 
skin fragility. This increase in skin 
fragility is the explanation given for 
the development of frietion blisters, 








Fig 3.—White papular lesions surrounding 
surgical scar on right forearm. 





Fig 4.—Biopsy specimen from lesion in Fig 
3. Focal degeneration of connective tissue 
with no evidence of cyst formation (hema- 
toxylin-eosin, 
x 30). 


original magnification 





x 


Fig 5.—Close-up of lesion shown in Fig 3 
(hematoxylin-eosin, original magnification 
x 100). 


whieh heal with milia formation in 
patients treated with penieillamine 
for hepatolenticular degeneration. 
Penicillamine also has an inhibitory 
effect on wound healing, which is of 
possible importance in patients re- 
ceiving long-term penicillamine ther- 
apy who must undergo surgical pro- 
cedures.” 

Although penicillamine appears to 
cleave or to prevent the cross-linkage 
of newly formed collagen to reduce its 
mechanical strength, the stable cova- 
lent bonds of mature or insoluble 
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collagen are not meaningfully af- 
fected by the drug. The papular 
lesions that appeared at sites of veni- 
puncture and at suture sites in our 
patient are probably the result of an 
alteration of the new collagen that 
was formed at the site of injury. 
Unfortunately, we were unable to 
perform biochemical studies on the 
papular lesions in our patient to deter- 
mine more specifically the cause for 
the alteration of the connective tissue 


that was so striking ey and 


histologically. 
The substantial 






- she had received for approximately 15 


^ years. The patient, however, refused 


to have a biopsy specimen taken from 
her face or neck. Excessive wrinkling 
of the skin in patients with hepatolen- 
ticular degeneration has been re- 
ported previously, but only in patients 
who have been treated with penicil- 
lamine.' There was no evidence in the 
history or in the results of physical 


face and neck were solely the result of 
- ehronie actinic irradiation, although it 
is likely that actinic irradiation played 
some part in the production and local- 
ization of these striking changes. It 
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yellowing and 
_... wrinkling of the skin of the face and | 
eck of this patient were related to 
- the therapy with penicillamine, which 


examination of our patient to suggest. 
that these changes in the skin of the | 


was noted that the wrinkling was 
present in the submental region, as 
well as in those areas of the face and 
neck that had been subject to much 
more sun exposure, 

To the best of our knowledge, small 
papular skin lesions that are induced 
presumably by penicillamine have 
been reported only in those patients 
who were receiving the drug for the 
treatment of hepatolenticular degen- 
eration, and not in patients with the 


many other disorders for which this 
. drug is now being prescribed. There 
. are several possible reasons for this. 
First, patients with hepatolenticular 
degeneration need to be treated with 
. the drug indefinitely, or a relapse will 
occur; second, high doses of penicil- 
lamine are often required to treat 
- Wilson disease. In addition, consid- 
 ering the possibility that focal copper 
deficiency might explain the adverse 


effect that penicillamine produces on 
collagen cross-linkage, orally given 
copper sulfate is usually supple- 
mented in disorders other than hepa- 


tolenticular degeneration where this 
drug is used for a long period of time. 


The hemorrhagic bullae described in 


previous reports have not been seen in 
patients who have received penicil- 
lamine for less than one year. This can 


perhaps be explained by the fact that 
the half-life insoluble collagen is long 
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(350 days in the rat and. presumably 
longer in man), and thus, the penicil- 
lamine-induced changes in the soft 
tissue occur slowly and would not þe- 


obvious in less than a year on the > 
drug.^ However, dermatologists need . 


to be aware of the adverse effects of . 
this drug, especially since the sug- 
gested minimal course of therapy in . 
patients with scleroderma, morphea, - 
and rheumatoid arthritis has been ato 
least one year. 2 

To our knowledge, this is the first | 
description of penicillàmine-induced - 
skin lesions at sites of venipuncture or. 
suture sites to be reported in the 
literature. In addition, the lack of à 
history of blistering prior to the devel- _ 
opment of these lesions and the 
absence of milia in the biopsy spec- 
imen are distinguishing features from - 


previously reported cases. Emphasis is ^ 
again placed on the striking yellowing — 
and wrinkling of the skin of the face... 
and neck in this patient, with the 
suggestion that these changes are at 


mine. 
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1 Xanthelasmoidea is an old ‘term that 


urticaria pigmentosa. 1 used it to de- 
: be | the cutaneous lesions in a young 
z child with 1- to 2-cm oval papules, each of 
which was. studded with 10 to 20 yellow 

2 puncta. Biopsy disclosed the puncta to be 
. ' small nests of mast cells separated by 

c UN normal dermis. 
: (Arch Dermatol 112:1270-1 271, 1976) 





D m * In first used the term xanthelas- 











- earial nodules resembled xanthelasma 
so closely that Fox concluded "there 
-was clearly a deposit of buff-colored 
“stuff in the skin."' He continued, "if it 
be thought that the disease is like, yet 
not the same, as xanthelasma, I should 
— be disposed to term it xanthelasmo- 

idea.” The purpose of this article is to 
describe a patient with an unusual 
variety of UP that might also deserve 
. the title xanthelasmoidea. 


REPORT OF A CASE 


June 1974 with a one-month history of 
: intermittent swelling of several papules on 
his neck and trunk. He had been in good 
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1as been used to describe yellow papules - 


;. 4 moidea to describe a patient with 
< urticaria pigmentosa (UP).' The urti- 


A 3-month-old infant was first seen in 
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health and his prenatal history was not 
remarkable. There was no personal or 
family history of asthma, hay fever, 
eezema, or UP. Except for his skin, results 
of the physical examination were normal. 

The patient had eight oval papules on the 
neck and ehest, the longest measuring 


about 1 em. They ran parallel to the lines of - 


the skin. Within each papule were 10 to 20 
discrete, round, yellow puneta about 0.5 to 1 
mm in diameter (Fig 1 and 2). The margins 
of each punetum were sharp and the inter- 
vening skin retained its normal brown 
color, resulting in a reticulated appearance. 


"The papules were soft and each would 


urticate 15 to 30 seconds after rubbing 
(Darier sign). 
A eomplete blood cell count and results of 


urinalysis and à bone marrow biopsy were 
normal. No bony or soft tissue defects were. 


seen in roentgenograms of the skull, chest, 
pelvis, or long bones of the arms and 


legs. 


Two 4-mm skin punch biopsy specimens 


. were obtained from lesions on the chest. 


The first was taken from the center of a 
papule. 
puncta was colored with india ink, using a 
pen and hand lens, and the second biopsy 
specimen was taken from this area. Except 


for the artifact induced by the india ink, 
the histopathologic appearance was s similar 


in both biopsy specimens. 

The biopsy specimen disclosed the epi- 
dermis to be thinned and rete ridges flat- 
tened. Two discrete dermal masses com- 
posed of large eosinophilie cells were sepa- 
rated by areas of normal dermis (Fig 3 and 
4) Each cell had a sharp. rectangular 
margin and a prominent oval-to-round 


The surface of several yellow 





Xanthelasmoidea 


An Unusual Case of Urticaria Pigmentosa P 


a nucleus. In the areas of infiltrate, the cells 
. abutted each other with little or no visible 


intervening. ‘collagen. On the superficial. 
portion of the stratum corneum immedi- - 
ately above the areas of infiltrate, the 
black carbon pigment of. the india ink could 
be easily seen. Giemsa staining demon- 


strated. the intense blue-purple metachro- 


masia characteristic of mast cells. 


COMMENT 


Nettleship and. Tay. originally de- 
seribed UP in 186% and Sangster’ 


- named this. entity nine years later. 


Fox. used xanthelasmoidea as a syn- 


onym for UP, and although the papu. | 


larity. of this term has. declined, 


B continues to be referenced in rey | 
books of dermatology.’ 


Urticaria pigmentosa may appear 
clinically as solitary or multiple 
nodules, multiple papules, a diffuse 
infiltrated erythroderma, or a nonin- 
filtrated erythematous variety known 


as telangiectasia macularis eruptiva 
perstans.? In addition to the cutaneous 
lesions, a very small percentage of 
patients have either localized or gen- 


eralized mastocytosis. 5. 


- The patient hacer here has the => 
papular form of UP without any sign 
of systemic mastocytosis. His condi- 


tion is unusual and distinctive because 


of the large number of small. yellow 
puncta that speckle the surface of 
each of the papules of UP. 


Histopathologie examination indi- 
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Fig 1.—Three separate oval papules with yellow 


speckles on surface. 


yellow puncta. 


Fig 2.—Closer view of single papule with multiple 





Fig 3.—Two discrete nests of mast cells 
separated by normal dermis (Giemsa, orig- 
inal magnification x 100). 


Fig 4.—Mast cells directly beneath epider- 
mis, which has been marked with india ink 
(hematoxylin-eosin, original magnification 


cates that each yellow punctum rep- 
resents a small discrete nest of mast 
cells and that each nest is separated 
from its neighbors by normal dermis. 
Although this patient’s condition does 
not conform exactly to the original 
description of xanthelasmoidea given 
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2. Nettleship E, Tay W: Rare forms of urti- 
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3. Sangster A: An anomalous mottled rash, 
accompanied by pruritis, factitious urticaria and 
pigmentation: “Urticaria pigmentosa?” Trans 
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x 225). 


by Fox, it may still be appropriate to 
use this term to describe the lesions in 
this patient. Each yellow punctum 
appeared to be lipid-filled when the 
patient was first seen, and the differ- 
ential diagnosis included xanthomas. 
Widespread and confluent papular 
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Relapsing Polychondritis 
Treated With Dapsone 


i John Martin, MD; Henry H. Roenigk, Jr, MD; William Lynch, MD; Fred R. Tingwald, MD 


p o ae Relapsing polychondritis i isa rare and 
sometimes fatal disease of unknown 
| cause. and. pathogenesis. Results of 
. recent studies suggest that it is an 


. immune disorder probably caused by the 
` production of autoantibodies to possibly - 
- the mucopolysaccharides. Perpetuation - 


of the cartilage inflammation may be 
maintained by a ‘proteolytic process. 
Treatment primarily has been with orally 
i given corticosteroids. 

-.; Dapsone has been shown to possibly 
“inhibit lysosomal enzyme activity. We 


"present a patient who, to our knowledge, 


is the first with relapsing polychondritis to 


be treated successfully with dapsone. The 


rapid response of the patient’s condition 


to treatment with dapsone suggests an 


alternative, if not. preferred, method of 
controlling this disease.. 
(Arch Dermatol 112:1272-1274, 1976) 


aksch-Wartenhorst' was, to our 
— € knowledge, the first to report a 
.. ease of relapsing polychondritis. Since 

his report in 1923, approximately 60 
additional cases have been reported in 
the English literature. 

Relapsing polychondritis is a rare 
inflammatory condition that involves 
cartilaginous structures. Round cell 
infiltration, destruction of cartilage, 
associated degeneration of chondro- 
eytes, and eventual replacement of the 


cartilage by connective tissue are the 


characteristic features of this disease. 
Men and women appear to be affected 
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about equally, and the disease has | 


been reported in almost every age 
group, with the average age of onset 
in the mid-30s.? A relapsing course is 
common, and the ears, nose, trachea, 


and costochondral junctions are the | 
sites most commonly involved. Non- - 


cartilaginous structures, such as the 
inner ear, sclerae, and the anterior 
uveal tract, are often involved to some 
minor degree. Chronic nasal symp- 
toms are often misdiagnosed, and a 
misguided operation on the septum 
may be followed by further collapse 


and resultant saddle nose, which is 


reminiscent of a syphilitic nose. 


Involvement of the tracheal cartilage 


ean lead to sudden collapse of the 


trachea and instant death, 


To our knowledge, this is the first 


reported case of relapsing polychon- | 
dritis treated with dapsone instead of - 


the conventional therapy with orally 
given corticosteroids. 


REPORT OF A CASE 


A 51-year-old man was examined i in the — 


Department of Dermatology of the Cleve- 
land Clinic in December 1974. He had a 
history of recurrent erythema, tenderness, 
and swelling of both ears (Fig 1). The 
initial episode began as.an abrupt, painful, 
erythematous. eruption | of the left ear 
approximately. three. years prior to his 
coming to the clinic. He Was treated by his 


local physician with antibioties and orally 


given corticosteroids. Within several weeks 
of the institution of this regimen, the 
erythema, swelling, and pain began to 
subside, and the symptoms. eventually 
disappeared. He had two other similar inci- 
dents in the following two vears. On each 
occasion, eventual clearing resulted after 
treatment. with antibiotics and orally given 
corticosteroids. 

Approximately six days before he came 


to the Cleveland Clinic, he noted an abrupt 


onset of. painful erythematous swelling of 
the left ear that was followed approxi- 


mately two days later by similar symptoms 





and signs in the right ear. 


Results. of. physical examination at the 


time of his first. visit diselosed no involve- 
ment of the: nose, éostochondral articula- 
tion, or aortie valve; there were no symp- 


toms suggestive of tracheal involvement. 
Resülts of a. complete physical examination 
were within normal limits. 


LABORATORY FINDINGS 


The chest x-ray film was within 


normal limits. Results of blood chem- 
istry studies using two automated 


multiple analysis systems were within 
normal limits also, except for the 
serum inorganic phosphorus level of 
1.8 mg/100 ml. A glucose-6-phosphate 


dehydrogenase Screen was negative. 


The blood urea nitrogen value was 10 
mg/ 100 ml. The white blood cell count 


Was 5,600/cu mm, with 70 segmented 
| neutrophils, 1 eosinophil, 1 basophil, 9 


monocytes, and 19 lymphocytes. The 


hematocrit reading was 49.3%. Latex 


fixation test was negative. Results of 
urinalysis were within normal limits. 
Antinuclear factor was negative, as 
was the lupus erythematosus cell 
preparation. Glycoprotein values were 
within normal limits. The erythrocyte 
sedimentation rate was within normal 
limits. A VDRL test for syphilis 
was negative. Eleetrocardiogram was 
within normal limits. 

The skin biopsy specimen taken 
from the right pinna showed a normal 
epidermis and a deep dermal infiltra- 
tion of polymorphonuclear cells and 
lymphoeytes (Fig 2) The cartilage 
below the dermis (Fig 3) was acido- 
philie and had an atrophie matrix. 
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Toluidine blue staining was slightly 
diminished, which indicates a de- 
crease in acid mucopolysaccharides. 
There was also thinning of the carti- 
lage plate (Fig 3). 

On Jan 1, 1975, the patient was 
started on a regimen of 100 mg/day of 
dapsone and was seen in follow-up on 
Jan 6. At his first follow-up visit, 
there was no meaningful change in 
the inflammation, tenderness, or 
swelling of the ears. A complete blood 
cell count was unchanged, and the 
dosage of the dapsone was increased 
to 200 mg/day. The patient had a 
rapid response to the increased 
dosage, and, within four days, there 
was a noticeable decrease in the swell- 
ing, tenderness, and erythema of both 
ears. He was maintained on the 
regimen of dapsone (200 mg/day) 
until he was examined on Jan 20, at 
which time all clinical evidence of the 
disease was absent, and the patient 
was asymptomatic (Fig 4). He contin- 
ued to receive dapsone for six more 
days at a lower dosage (100 mg/day). 
He was examined again on Jan 26, and 
all medication was discontinued. He 
was completely asymptomatic at this 
time, and there was no evidence of 
activity of the disease. He was seen at 
monthly intervals for four months and 
remained clear of all symptoms of the 
disease. He presently is still asympto- 
matic, and there is no clinical evidence 
of the disease. 


COMMENT 


The cause of relapsing polychon- 
dritis remains unknown, and because 
of its favorable response to corticoste- 
roid therapy and the many similari- 
ties to rheumatoid arthritis, there is a 
tendency to classify the disease 
among the connective tissue autoim- 
mune diseases.‘ Other investigators 
have postulated different causes for 
this rare and intriguing disease. 

Glynn and Holborrow? suggested 
the possibility of an unusual hyper- 
sensitivity reaction and postulated 
that a bacteria or virus combined with 
chondroitin sulfate and protein in 
cartilage formed an antigenic sub- 
stance which in turn induced an 
autoantibody capable of attacking 
chondrocytes or cartilage. The altered 
cartilage would then become an 
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Fig 1.—Left ear prior to therapy, showing 
erythema and edema characteristic of 
relapsing polychondritis. 


Fig 2.—Skin biopsy specimen of right 
pinna showing normal epidermis but 
inflammation of lower part of dermis, with 
polymorphonuclear cells and lymphocytes 
(hematoxylin-eosin, original magnification 
x 160). 


autoantigen capable of propogating 
the reaction. 

Bean and co-workers® attempted to 
explain the disease as an acquired 
metabolic defect. They modified the 
Thomas’ method of producing the 
release of chondroitin sulfate with 
papain. By injecting papain intrave- 
nously in rabbits, they observed that 
the ear cartilage was depleted of chon- 
droitin sulfate within four hours. By 
18 hours, the ears became “floppy,” 
and, if corticosteroids were adminis- 
tered, the collapsing effect was pro- 
longed and replacement of cartilage 
was delayed for as long as administra- 
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Fig 3.—Skin biopsy specimen showing 
decrease in acid mucopolysaccharides 
and thinning of cartilage plate (toluidine 
blue, original magnification x 160). 


Fig 4.—Left ear after treatment with 
dapsone showing no evidence of active 
disease or cartilage damage. 
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tion of the corticosteroids was contin- 


ued. 

Pearson et al" and Dolan and co- 
workers* attempted to relate the cause 
and pathogenesis to an autoimmune- 
type reaction. The disease may repre- 
sent an immune disorder, with pro- 
duction of autoantibodies to cartilage 
and a specific suggestion of a defect 
in the mucopolysaccharide metabo- 
lism of the cartilage as causes. In 
acute flares of the disease, mucopoly- 
saccharides can often be recovered in 
the urine. Herman and Dennis" stud- 
ied three patients and attempted to 
define an immunopathologic role for 


1273 














the degradation products of cartilage 
às a possible initiating mechanism in 
relapsing polychondritis. They put 
together preparations from human 
costal cartilage and intact chondro- 
cytes as an antigen material, but 
found no circulating antibody to such 
antigens. In delayed hypersensitivity 
studies to constituents of cartilage, 
positive results were obtained and 
. correlated with the activity of the 
. disease. Similar findings were noted 
in patients with rheumatoid arthritis. 
. Herman and Dennis' suggest that 
“antigenic components of cartilage 
may act as a catalyst in the continued 
inflammation of cartilage by cellular 
immune mechanisms. 

Arundell and Haserick" reported a 


^ ease in which a newborn exhibited 


many features of cartilaginous in- 
. flammation during the first six weeks 
: of life. The child's mother had poly- 
^. ehondritis, and Haserick and Arundell 
postulated leakage of autoantibodies 
to cartilage from the maternal circula- 


-tion as a possible if not probable cause 


-. of the child's symptoms. 

In his review of the literature, John- 
son? noted that there was a remark- 
able similarity in the histopathologic 
findings of all reported cases; namely, 
inflammation, destruction, dissolu- 
tion, atrophy, and connective tissue 
replacement of cartilage. 

Barranco" reported the possible 
inhibition of lysosomal enzymes by 
dapsone. He induced hypervitami- 
nosis A in rabbits, with a resultant 
loss of chondroitin sulfate from carti- 


lage matrix through the release of 


lysosomal enzymes. He showed that 
rabbits treated with vitamin A and 
methylprednisolone or with vitamin A 
and dapsone showed no evidence of 
collapse of the distal portions of their 
ears or any evidence of thinning or 
dissolution of cartilage in the tracheal 
area. Rabbits treated with vitamin À 
alone all showed collapse of the 
tracheal rings. 

Dingle“ and DeDuve et al? have 
shown that hypervitaminosis A re- 
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sults in the loss of chondroitin sulfate 
from the cartilage matrix through the 
release of lysosomal enzymes. Barran- 
co, to our knowledge, was the first to 
show that dapsone prevented the loss 
of chondroitin sulfate from cartilage 
matrix in a manner as effective as 
methylprednisolone. | 

A review of previous reports*'*^ 
that suggest treatments for relapsing 
polychondritis has usually resulted in 


failure. A regimen of corticosteroids 


given systematically has been the 
treatment of choice for this disease in 
recent years," * 7395 

Because of the siniilatities between 
the studies of rabbit ear cartilage of 
Barranco" and studies of relapsing 
polychondritis, we believed an at- 
tempt at treatment with dapsone was 
indieated. The rapid response of our 
patient's eondition to dapsone at a 
dosage 200 mg/day, when previous 
attacks had only been responsive to 
systemic administration of corticoste- 
roids, indicates a possible alternative 
form of therapy. There was no relapse 


after dapsone was discontinued. We, 


are unaware of any previously re- 
ported patients with relapsing poly- 
chondritis who were treated with 
dapsone. 


The theoretical implication that 


antigenic components of cartilage 
may act as a catalyst in a cellular 
immune mechanism of inflammation 
in relapsing polychondritis is intrigu- 
ing. The immune reaction would 
probably result in cell damage and the 
release of lysosomes and infiamma- 
tory cells that could destroy cartilage. 
Barraneo's? work and our patient's 
clinical response to dapsone suggest 
that dapsone may work by inhibition 
by lysosomal enzyme release, thereby 
preventing further cellular damage. 
Relapsing polychondritis, although 
rare and seldom encountered, requires 


prompt diagnosis and treatment to 


reduce the possibility of tracheal 
cartilage degeneration, collapse, and 
death. Treatment in the past has only 
been satisfactory with the use of corti- 





costeroids. We have . successfully 
treated a patient with relapsing poly- 
chondritis with dapsone. Since dap- 
sone can inhibit the release of chon- 
troitin sulfate by lysosomal enzymes 
and prevent further cartilage destruc- 


- tion, we believe that this is an alterna- 


tive, if not preferred, method of treat- 
ment. 


Nonproprietary Name 
and Trademark of Drug 


Dapsone—A vlosulfon. 
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EP Two patients had staphylococcal 


scalded skin syndrome (SSSS) with typi- ; 
cal clinical and. histopathologic. findings. RS 


. sd both cases, the disease was repro- 
"duced by injections of staphylococci into 
mice. The adult patient, who had no other 
physical or 


"showed intact humoral. 


previously reported cases in. adults. To 


our knowledge, the child represents. the 
‘first case report of SSSS as a result of 
infection by a non-group 2 Staphylococ- 


cus. EE 0 
(Arch Dermatol 112:1275-1279, 1976) 












oxic « pidermal necrolysis. (TEN) 
een divided into two catego- 


tion, and. etiologic factors of either 
i phage group 2 staphylococci or a 


ERG i variety of toxic compounds. There are 
at least eight previous reports of | 


m childhood- -type, group 2 staphylococ- 
Pan cal-induced TEN in adults, including 


meer tor. oubltestión Aug 26, 1975. 
From the Department of Dermatology, Rush- 

Presbyterian-St Luke's Medical Center, Chica- 

-go. 
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taphylococcal Sealded Skin 


: Stephen W. Sturman, MD; Frederick D. Malkinson, MD, DMD 


laboratory | abnormalities, | 
and cellular . 
: immunity; her uneventful clinical course | 
» was clearly different from the eight - 


ies tl ffer on the basis of histo- 
logical findings, patient-age predilec- - 





two patients who were reported to 
have | 
 "Sponses.'"* In one study of 17 staphylo- 
.€occal cultures recovered from a series 


normal immunological  re- 


of patients, four non-group 2 staphy- 


- lococci induced in mice the distinctive 
“histological changes associated with 
- staphylococcal scalded skin syndrome 
(SSSS)* Only 


- cultures with exfoliatin activity was 


one of these four 


recovered from a patient with TEN.’ 
. We examined two patients with 


| TEN of the Staphylococcal-induced 


type: one normal 33-year-old woman 


_who had no demonstrable abnormality 
in immunologic responsiveness and a 
.1-month-old child with a coagulase- 


positive Staphylococcus that was not a 


group 2 organism. In both patients, 


microscopical changes were character- 


istice of staphylococcal-induced dis- 


ease, and inoculation of 3- to 4-day-old 


mice with organisms from these 


patients reproduced the typical histo- 
a changes, 


REPORT OF CASES 


Case L.—AÀ 33-year-old black woman was 
well until two weeks prior to admission, 
when she developed low-grade fever, sore 
throat, and blisters on the neek. There was 
mild associated pruritus. Subsequently, the 


dermatitis spread to involve the scalp, 
trunk, chest, and abdomen. Except for 


(Ovulen-21) and vitamins taken for the 
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from recurrent 


past several years, there was no history of : : : : 
intake of medication. She had not suffered © 
infections or unusual © 


illness. The patient was hospitalized for 
further study and treatment. | 
Physical examination disclosed a moder: x 
ately ill and uncomfortable patient, who 
had a temperature of 37.7 C, a regular pulse 


rate of 96 beats per minute, and otherwise — 


normal vital signs. There was a widespread. 


eruption of pustules and vesicles; some ^. 
occurred on normal skin and others on an : 


erythematous base seattered on the neck, 
chest, and abdomen. In addition, there 
were large areas of erythema on the face, 
neck, and upper portion of the trunk. 
Multiple erosions and small erusts at the 
sites of previously intact vesicles and 


pustules were also present. Her face was 0 


diffusely crusted, and there was crusting 


and oozing on the scalp. The lower extrem- = E 


ities were erythematous and mildly edema- - 


tous, but no vesicles or pustules were | 


present. The mucous membranes were — 
normal. The Nikolsky sign was present at — 
multiple skin sites on the upper part of the- 


trunk and the arms that were not involved  : 


with blisters. Except for enlarged anterior 
and posterior cervical lymph nodes, the 
results of the remainder of the examina- 
tion were unremarkable. 

From a culture of one pustule grew 
coagulase-positive staphylococci, phage - 
group 2, type 71, that were sensitive to a 
variety of antibioties, including tetraey- . 
cline, erythromycin, and oxacillin, but were 
resistant to penicillin and ampicillin. No 
similar organisms were recovered from the 












Fig 1.—Biopsy specimen from blister showing separation at or just 
beneath the granular cell layer. There is acantholysis and dysker- 
atosis of cells on both sides of blister cavity (case 1) (hematoxylin- 
eosin, original magnification x 300). 


Fig 2.—Biopsy specimen from blister floor showing separation high in Malpighian layer, and acantholysis and 
dyskeratosis that are typical of staphylococcal-induced toxic epidermal necrolysis (case 2) (hematoxylin- 
eosin, original magnification x 300). 
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Fig 3.—Skin from mouse injected with coagulase-positive staphylococci not classifiable as phage group 2 organisms (obtained from 


a - 





uo 


patient 2). Specimen shows separation within epidermis, just below granular cell layer, and diffuse, mild round cell infiltrate in dermis 
(hematoxylin-eosin, original magnification x 300) 


three blood cultures, from throat cultures, 
or from two other skin pustules. Complete 
blood cell (CBC) and platelet counts were 


. normal. The hemoglobin level was 12.9 gm/ 


100 ml, and the white blood cell (WBC) 
count was 8,600/cu mm, with a normal 
differential cell count. Although the initial 
results of urinalysis showed 1-- proteinu- 
ria, a trace of sugar, and 15 WBCs per 
high-power field, a second urinalysis three 
days later gave normal results. Chest film 
was normal. Results of the following deter- 
minations all were within normal limits: 
serum glutamic oxaloacetie transaminase, 
lactic dehydrogenase, serum creatine phos- 
phokinase, blood urea nitrogen, serum 
creatinine, serum uric acid, serum biliru- 
bin, serum alkaline phosphokinase, serum 
glucose, serum calcium, and inorganic 
phosphate. The total serum protein level 
was 6 gm/100 ml, with a serum albumin 
level of 3.4 gm/100 ml. 

Serum immunoglobulin levels were as 
follows: IgG, 11.6 mg/ml (normal, 8 to 14 
mg/ml); IgA, 2.8 mg/ml (normal, 1 to 3 
mg/ml); IgM, 1.9 mg/ml (normal, 0.9 to 1.7 
mg/ml); and IgD, 0.06 mg/ml (normal 0.0 
to 0.3 mg/ml). The C4 level was 42 mg/100 
ml (normal, 20 to 80 mg/100 ml), and the C3 
level was 169 mg/100 ml (normal, 130 + 50 
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mg/100 ml); the total hemolytic comple- 
ment level was normal. Lymphocyte phyto- 
hemagglutinin response was also normal. 
Skin tests showed the following reactions 
after 72 hours: purified protein derivative 
(PPD), negative; mumps antigen, 0.8 x 1.0 
em of erythema and induration; streptoki- 
nase-streptodornase, 1.4 x 1.0 em of ery- 
thema and induration; Candida antigen, 
negative; and Trichophyton antigen, nega- 
tive. 

A skin biopsy specimen (Fig 1) from a 
vesicle on the abdomen showed focal 
epidermal necrolysis within or just below 
the granular cell layer, and some chronic 
inflammatory cells. Acantholysis was pres- 
ent in the epidermis beneath the bullae. 
The upper part of the dermis showed 
minimal scattered chronic inflammatory 
cells, with mild perivasculitis and a small 
number of eosinophils. A Gram stain for 
organisms was negative. 

A regimen of orally administered ery- 
thromycin was begun. The patient received 
250 mg four times a day for two days and 
then 1.5 gm per day for the next five days. 
An ointment that contained a mixture of 
flurandrenolide and neomycin sulfate (Cor- 
dran-N) was applied topically three to four 
times daily. The patient was afebrile after 
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the second day of treatment. On the 
seventh day of treatment, the erythro- 
mycin dosage was reduced to 1 gm daily, 
and therapy was discontinued completely 
after ten days. The patient’s recovery was 
uneventful. 

Case 2.—A 14-month-old black boy had a 
two-day history of tenderness in the axil- 
lae, fever, and dermatitis, with blisters on 
the neck, face, and upper part of the chest. 
The patient had been given acetaminophen 
(Tylenol) and a mixture of chlorpheni- 
ramine maleate and phenylephrine (Dema- 
zine) for his dermatitis and fever, but had 
received no medications previously. Past 
medical history was unremarkable. 

On examination, the patient's vital signs 
were normal, and abnormal physical find- 
ings were limited to the skin. There was 
diffuse erythema, with oozing and crusting 
on the ears, nares, face, groin, and perineal 
region, as well as multiple erosions on the 
face and the upper portion of the trunk. 
There was also generalized erythema. The 
Nikolsky sign was present on erythema- 
tous skin sites. There was anterior and 
posterior cervical adenopathy. Group 1, 
type 52, coagulase-positive Staphylococcus 
organisms grew from cultures from the 
external nares and conjunctivae. This 
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organism was sensitive to various antibiot- 
les, including tetracycline, erythromycin, 
ampicillin, and oxacillin, but was resistant 
to penicillin. Skin, TE and urine 
cultures were negative. The CBC eount was 


within normal limits. The WBC count was 


10,900/eu mm, with 55% polymorphonu- 
band cells, 15% 
lymphocytes, 1% plasma cells, 28% mono- 
eytes, and 2% eosinophils. Results of urinal- 

ysis showed 2+ protein and 4+ bacteria, 
. with three to four WBCs per high-power 

field. Repeat urinalysis 48 hours later gave 


^. normal results. A two-hour postprandial 


blood glucose value was normal, and chest 


x-ray film was normal. 


A biopsy specimen from the erythema- 
. tous skin on the lateral portion of the chest 
. in whieh the Nikolsky sign was present 
- showed separation high in the Malpighian 
. layer, with some acanthosis (Fig 2). There 


- wasa minimal inflammatory infiltrate in 


the upper portion of the dermis. 


-. The patient received a ten-day course of- 

. oxacillin sodium therapy, 250 mg orally — 
© every six hours, and was treated topically 
(v with an ointment that contained poly- 
"ovo myxin B sulfate and zine bacitracin (Poly- 


“sporin). His recovery was rapid and 


complete. 
LABORATORY FINDINGS 

Staphylococci were injected subcu- 
taneously into 3- to 4-day-old white 
mice in the manner of Melish and 
Glasgow.’ From both patients injec- 
tions of 10° to 10° organisms produced 
no cutaneous changes. Injections of 
more than 10' organisms from the 


two patients resulted in death of mice . 


within 16 hours, without demonstrable 
epidermal necrolysis. Twenty-four 
hours after death, with the animals 
. left at room temperature, a general- 
.. ized Nikolsky sign was elicited. Skin 

biopsy specimens from the mice 
injected with staphylococci from both 
patients showed essentially the same 
histological changes as those found in 
the patients: separation within or just 
below the granular cell layer and 
presence of diffuse, mild, round cell 
infltrate in the dermis (Fig 3) 
Control mice injected with saline, 
killed 48 hours later, and left at room 
. temperature for another 24 hours, did 
not show a Nikolsky sign, and biopsy 
specimens did not demonstrate gran- 
ular cell layer cleavage or other 
epidermal ehange. 


COMMENT 
Toxic epidermal necrolysis was first 
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described nearly a century ago." 
Ritter von Rittershain reported cases 
that certainly correspond to the 
disease so named by Lyell in 1956." 
Staphylococcus aureus infection has 
long been associated with the phe- 
nomenon in children, but it was not 


until 1970 that Melish and Glasgow - 


produced an animal model correlating 
infection by this organism with the 
distinctive features of SSSS.° Clini- 
cally, these features are flaccid bullae 
and dramatic separation of the epider- 


mis on mild friction. Histologically, - 
. the separation clearly occurs intraepi- 


dermally in the granular layer. Fol- 
lowing ultrastructural studies in mice 
and in childhood cases. Lillibridge et 
al speculated that desmosomes are 


. disrupted by proteolytic enzymes re- 


leased from intercellular globules af- 


ter exposure to the staphylococcal 


toxin." Elias et al concluded that the 


. toxin attacked substances in the inter- 


eellular space, rather than caused 
desmosomal disruption. At any rate, 


granular cell-layer cleavage differen- | 


tiates SSSS from the other principal 
form of TEN (usually drug-induced) 
in which the histological features are 
basal cell degeneration and spongio- 
sis. 

In the same year that the model of 
newborn mice for staphylococcal- 
induced TEN was discovered, Melish 
et al isolated the exfoliative toxin 
from group 2 staphylococci." Defini- 
tion of the characteristics of this toxin 


has been carried out by various inves- 


tigators. It is clearly separable from 
a-hemolysin with which it has several 


features in common. It is of low mole- — 
cular weight (20,000 to 33,000), fairly 


heat stable, acid-labile, and has an 
.15. 45-11 
Kondo et al eharacterized the exfol- 
latin similarly, but found the isoelec- 


tric point to be at pH 4.0 to 4.5.° 


Minute amounts of this toxin consis- 
tently produce exfoliation in newborn 
mice.'* A critical number of organisms 
is required to induce this phenomenon 
in vivo, but toxin production varies in 
different strains of staphylococci.'® In 
our own animal studies, large inocula 
caused rapid death of the mice, 
probably attributable to overwhelm- 
ing bacteremia, but gross findings 
reflecting histological granular cell- 


- mice on 


with typical exfoliation 


layer cleavage were not fully devel- 
oped until 24 hours later. Apparently, 
a critieal quantity of organisms (and 


presumably toxin) together with a 
- critical time period are involved in 


producing epidermal necrolysis. 
Coagulase-positive staphylococci re- 
covered from our patient 2 produced 
the characteristic skin changes in 
injection, but were not 
typeable as phage group 2 organisms. 
Kondo et al reported four non-group 2 
staphylococei that produced exfoliatin 
in mice, 
although only one of these organisms 


J. was recovered from a patient with 


TEN. The toxin from these orga- 
nisms is similar, but not identical to 


the toxin produced by group 2 orga- 


nisms, and has different serologic 
properties." Exfoliatin activity was 
maintained by these cultured orga- 
nisms for only 30 days, whereas exfol- 
iatin activity in cultured group 2 
organisms remains stable for more 
than one year.” The TEN of the adult 
patient whose case was reported by 
Epstein et al also resulted from infec- 
tion with a coagulase-positive Staphy- 
lococcus that was not typeable as a 
group 2 organism." However, no more 
definitive typing of this organism was 
reported. 

Only in the past three years has 


 SSSS been clearly recognized in 


adults. Case 3 of Lyell's study* quali- 
fies, as well as the seven cases cited.'' 


Several of these patients had received 


immunosuppressive therapy. In 1973, 
the first report of the disease in a 
"normal adult host" was recorded by 
Rothenberg et al? with the second 
case reported by Epstein et al in 1974.* 
These two patients were presumed to 
have normal cell-mediated immunity. 
À positive second-strength PPD skin 
test was the only confirmatory evi- 
dence for such in the case of Rothen- 
berg et al, and no studies to evaluate 
cellular immune responses were re- 
corded in the report of Epstein et al. 
Most of the adults with SSSS had 
staphylococeal septicemia, were se- 
verely toxic and ill, and died, presum- 
ably of the septicemia. This contrasts 
sharply with the clinical picture usual- 
ly seen in children. These patients are 
mildly ill, have negative blood cul- 
tures, and ordinarily recover unevent- 
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-... fully. Our patient's disease course was 
"identical to that seen in childhood 
patients and was clearly different 

from all of the previously reported 
eases in adults. Immunologic abnor- 
malities are not found in the cases in 


children. Sufficient cellular and hu- 


moral immune-function testing was 
^. . done in patient 1 to suggest that SSSS 
. may oecur in adults who have been 
demonstrated to be immunologically 
; normal. In future adult patients with 
— this disorder, however, additional stu- 







os dies should be done to determine 














p whether neutralizing ^ antibodies 


gainst staphylococci or exfoliatin are 
resent and whether the phagocytosis 
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scalded-skin syndrome i in an adult. N Engl. J Med : 


wley HB, Aroia" MD: Scalded-skin ` 


4. Reid LH, Weston WL, Humbert JR: Staphy-- 
-loeoccal scalded skin syndrome. Arch Dermatol = 


8. Lyell A: Toxic epidermal necrolysis: An _ 


and killing of staphylococci occurs 
normally. Since the patient described 
here lacked a history of recurrent 
infections, it seems unlikely that 
phagocytie activity and intracellular 
killing of organisms were abnormal. 
The extreme rarity of SSSS in 
adults is currently unexplained. Elias 
et al^ and Wiley et al" have shown 
that normal adult skin, both in 
humans and in mice, readily develops 


the changes of localized TEN follow- | 


ing cutaneous injections of purified 
exfoliative toxin. The 


sumption, then, that only infants’ or 


children’s skin is susceptible to toxin- 


induced epidermal necrolysis is no 
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Lichen Planus Pemphigoides 


Immunofluorescence Findings 


Stuart Sobel, MD; Robert Miller, MD; Harry Shatin, MD 


è A 56-year-old woman developed a 
-vesicular and bullous eruption followed 
by an efflorescence of lichenoid papules. 
The clinical and histologic features of this 
case were consistent with a diagnosis of | 
lichen planus pemphigoides. Direct and _ 
-indirect immunofluorescence studies - 
ii demonstrated. both in vivo-bound and — 
circulating IgG with -specificity for the 
epidermal basement membrane zone. A 
. common pathogenic immunologic mech- 
anism may exist for both lichen planus . 


>c and lichen planus pemphigoides, which 


we believe are clinical variants of a similar 


||". disease process. 


(Arch Dermatol 112:1280-1283, 1976) 


Bose planus is a ubiquitous der- 
matosis of unknown cause and 
pathogenesis. According to Arndt, 
0.442% of 676,376 dermatologic outpa- 
tients in the United States were found 
- to have this disease The clinical 
«. pieture is variable. Most typically, one 
finds violaceous polygonal papules 
with a characteristic distribution on 
the flexor aspect of the forearm and 
on the trunk. Less common are the 
cutaneous hypertrophic plaques or the 
atrophic lesions of lichen planus. Reti- 
form lesions of the buceal mucosa are 
frequently seen. Bullae and vesicles 
are a distinctly rare concomitant | 
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reported by Altman and Perry? had | 


this complication. 
We have recently had the oppor- 


tunity to study a ease of lichen planus 
 pemphigoides, 
scribed by Kaposi’ under the heading 
of “lichen ruber pemphigoides." Until 


an entity first de- 


the present time, lichen planus pem- 
phigoides has been considered to be a 
rare variant of bullous lichen planus.* 
We describe the immunologic findings 


in a case of this most uncommon 
disorder and review the perinei” 


literature, 
REPORT OF A CASE 


A 56-year-old woman was hospitalized at 
Mount Sinai Hospital on Sept 13, 1974 with 
an acute bullous dermatitis. 

Two and one-half weeks prior:tò her 


hospitalization, the patient noted the onset 


of scattered pruritie vesieles on the volar 
aspect of her fingers and anterior aspect of 
her legs. At this time, her physician 
initiated eortieosteroid therapy eonsisting 
of a single intramuscular injeetion of 20 
mg of methylprednisolone acetate and a 
daily oral dose of 0.75 mg of dexametha- 
sone. During the following week, she devel- 
oped large bullae on the palmar and 
plantar surfaces. Four days prior to admis- 
sion, the patient received. another. intra- 
museular injection of methylprednisolone 
acetate. New bullae continued to appear, 


necessitating hospitalization via the emer- 
‘gency room. | 


finding. Only five of 197 patients — 


In 1967, the patient had a pruritic 
papular eruption involving the flexor 
aspect of the forearms and pretibial skin 
that was diagnosed as lichen planus both 
clinically and histologically. With bland 
therapy, consisting of hydrophilic oint- 
ment, the eruption resolved in several 
months. The patient gave a 15-year history 
of untreated essential hypertension, and 
for the last eight years, she had been 
taking 32 mg of desiccated thyroid for an 


| dtaknown Shidieation, There was no other 
recent drug ingestion. 


On admission, there | were no abnormali- 


-ties of internal organs and no evidence of 
hypertension. There was trace edema of 
. the ankles with. mild tenderness. The skin 
showed tense vesicles and bullae, ranging 
in size to 7 em in diameter on the palms, 


soles, and distal portion of the upper and 
lower extremities (Fig 1) The bullae 
appeared to. arise from. normal skin (Fig 2). 
On this first examina ation, the remainder of 
the skin, as well as t nucous membranes, 






^ were uo ntle. During the next few 


days, an eruption consisting of flat-topped 
violaceous polygonal papules developed 
over all four extremities and the lower part 
of the ‘back. A retiform pattern of fine 
white. papules" appeared on the buccal 
mucosa. Many of the cutaneous papules 
became surmounted by vesicles in the 
ensuing days. 

Laboratory studies revealed normal se? 
rum electrolyte levels and normal values 
for fasting blood sugar and blood urea 
nitrogen (BUN). Serum levels of creati- 
nine, glutamic oxaloacetic transaminase 
(SGOT), glutamic pyruvic transaminase 
(SGPT), lactic dehydrogenase, bilirubin, 


ealeium, total thyroxine, and phosphorus 


were normal. The VDRL test for syphilis 
was negative. The erythrocyte sedimenta- 


tion rate (Westergren) was 18 mm in the 


first hour. The erythrocyte count was 
4.2 x 10°/eu mm. The leukoeyte count was 


8,300/eu mm with a persistent eosinophilia 


of 9% to 17%,  Antinuclear antibody and 
latex fixation tests were negative. Serum 
protein electrophoresis yielded normal val- 
ues. Tzanek smear of a bulla failed to 
reveal: acantholytie eells. Chest x-ray film, 


abdominal flat plate, and intr avenous pye- 


logram were normal. 

A biopsy specimen of a bulla arising 
from. normal skin was taken (Fig 3). The 
epidermis showed patchy foci of hyperker- 
atosis, parakeratosis, hypergranulosis, and 
prominent irregular acanthosis associated 
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Fig 1.—Arrow points to bullae arising on 
sole. 





clinically normal skin. Arrow points to 
bulla. 


with premature keratinization including 
hyaline body formation and sawtooth elon- 
gation of rete ridges. The subepidermal 
zone was focally hemorrhagic and marked- 
ly edematous with bulla formation. A 
cellular infiltrate of lymphocytes, histio- 
cytes, neutrophils, eosinophils, and melano- 
phages tended to form a band-like pattern 
at the dermoepidermal junction with oblit- 
eration of the normal line of demarcation 
in a number of areas. Foci of exocytosis in 
which eosinophils formed a prominent 
component were noted. A biopsy specimen 
of a papule revealed similar changes; 
however, edema and bulla formation were 
absent (Fig 4). It was thought that these 
findings were most consistent with bullous 
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Fig 3.—Subepidermal bulla formation with infiltrate in band-like pattern at dermoepi- 
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dermal junction (original magnification x 100). 


lichen planus, although a lichenoid form of 
drug eruption with bulla formation could 
not be ruled out. 

Correlating the clinical, laboratory, and 
histopathologie findings, a diagnosis of 
lichen planus pemphigoides was made and 
the patient was given orally administered 
prednisone, 60 mg daily. After seven days 
of therapy, the bullae were resolving and 
the papules were flattening. No new 
lesions appeared. Prednisone therapy was 
tapered during the next six weeks. The 
dermatosis subsided, leaving bilateral ano- 
nychia of the toes and macular areas of 
hyperpigmentation corresponding to the 
sites of previous involvement. 


IMMUNOFLUORESCENCE STUDIES 


Immunofluorescence studies were 
performed by standard techniques’ as 
previously described* with the appro- 
priate controls. Fluorescein-labeled 
goat antihuman heavy- and light- 
chain conjugate was obtained from a 
commercial source. This conjugate 
reacted specifically to human IgG and 
IgM by immunoelectrophoresis. The 
protein concentration was 12.3 mg/ml; 
the antibody content, 1.6 mg/ml; the 
fluorescein isothiocyanate concentra- 
tion, 102 mg/ml; and the fluorescein to 
protein ratio, 8.3 mg/gm. For use, the 
conjugate was diluted in phosphate- 
buffered normal saline solution con- 
taining 4% bovine serum albumin in a 
1:32 volume-to volume ratio. This dilu- 
tion was determined by chess board 
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titration and the measurement of 
specifie antibody concentration was 
done by radial immunodiffusion. The 
specimens were examined with a bin- 
ocular microscope equipped with a 
mercury vapor lamp and exciter and 
No. 50 barrier filters. For indirect 
testing, conjugate was prepared from 
a similar source. The substrate was 
fresh monkey esophagus sectioned at 
4u thickness with a cryostat. 


RESULTS 


Direct immunofluorescenee tests 
were performed while the patient was 
in the hospital, prior to the introduc- 
tion of orally administered predni- 
sone. Biopsy specimens from unin- 
volved skin, a bullous lesion arising on 
normal skin, and violaceous papules all 
showed linear deposits of IgG and the 
third component of complement at the 
epidermal basement membrane zone 
(Fig 5). Indirect immunofluorescence 
tests were performed on two spec- 
imens of sera, one taken on admission, 
and the other four weeks following 
the start of steroid therapy. Cireula- 
ting antiepidermal basement mem- 
brane zone antibodies, identified as 
IgG at a titer of 1:80, were demon- 
strated both times. 


COMMENT 


Crocker’ credits Baker with first 
describing vesicles in association with 
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Fig 4.—Biopsy specimen of papule show- 
ing hyperkeratosis, hypergranulosis, and 
band-like infiltrate at dermoepidermal 
junction (original magnification x 100). 


lichen planus in 1881. Kaposi? was the 
first to use the term “lichen ruber 
pemphigoides” in 1892 in describing a 
patient with a widespread bullous 
eruption complicating typical lichen 
planus such that a diagnosis of 
pemphigus vulgaris was strongly con- 
sidered. In 1930, Schreiner? divided 
bullous lichen planus into two groups. 
In the first group, vesicle formation 
was not extensive and was confined to 
preexisting papules. The second and 
much smaller group consisted of cases 
similar to Kaposi's in which bullae, 
arising both from papules of lichen 
planus and from normal skin, were the 
dominant feature. Strauss," in 1933, 
presented three new cases of bullous 
lichen planus. One of the cases was of 
special interest in that large bullae 
arose from normal-appearing skin. He 
also reviewed 78 previously reported 
cases of bullous lichen planus. In six of 
these cases, the bullae arose on normal 
skin preceding the lichen planus-like 
eruption. 

From these and subsequent reports, 
it has become possible to establish 
lichen planus pemphigoides as a 
distinct clinical variant of lichen plan- 
us,'"-* The abrupt onset of large 
bullae prior to, during, or immediately 
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Fig 5.—Linear deposit of IgG at epidermal 
basement membrane zone (original mag- 
nification x 100). 


following an eruption of papular 
lichen planus dominates the clinical 
picture. Most importantly, the bullae 
arise on apparently normal skin as 
well as on typical lichen planus 
papules. They may be widespread, 
tend to be grouped, and range in size 
up to 10 em. The lower extremities, 
particularly the plantar surfaces, are 
often prominently involved with large 
bullae. Anonychia has been a frequent 
accompanying feature. Malaise, mild 
leukocytosis and eosinophilia have 
been associated findings.''? The lich- 
en planus with vesicles or, rarely, 
bullae arising on preexisting papules 
should be classified as bullous lichen 
planus, or, if one prefers the terminol- 
ogy of Rook et al,'* "lichen planus with 
bullae,” a clinical variety distinct from 
lichen planus pemphigoides. 

Our initial differential diagnosis 
included dermatitis herpetiformis, 
bullous pemphigoid, and pemphigus 
vulgaris. It was only after the wide- 
spread appearance of the typical 
lichen planus papules that we were 
able to make the diagnosis of lichen 
planus pemphigoides. Similar diag- 
nostic difficulties have existed in the 
past, and the cases have usually been 
classified as dermatitis herpetiformis 


or lichen planus with dermatitis 
herpetiformis. Pautrier'" considered 
his case to be the simultaneous 
occurrence of dermatitis herpetifor- 
mis and lichen planus. Schwartz’s 
case” of lichen planus pemphigoides 
was also initially diagnosed as derma- 
titis herpetiformis with lichen planus. 
Apparent dermatitis herpetiformis 
both preceding and following typical 
lichen planus has more recently been 


‘reported.'*"" 


Microscopic sections of the lichenoid 
papules in our case, as in all prior cases 
of lichen planus pemphigoides, dis- 
played features diagnostic of lichen 
planus. The histologic features of the 
bulla in lichen planus pemphigoides 
have been varied. Feuerman and 
Sandbank' and Sarkany et al" de- 
scribed intraepidermal bullae with 
acantholysis. Schwartz" reported a 
subepidermal bulla with perivascular 
inflammatory infiltrate containing 
lymphocytes and numerous eosino- 
phils. Blair’s case" demonstrated a 
subepidermal bulla overlying a band- 
like lymphohistiocytic infiltrate. The 
latter picture is similar to what was 
seen in our case except for the absence 
of eosinophils in the infiltrate in 
Blair’s case. 

The variable histologic features of 
the bullous lesions in this disease and 
our findings of both in vivo-bound and 
circulating IgG directed against the, 
epidermal basement membrane zone 
raise important questions. What is the 
identity and underlying pathogenesis 
of lichen planus pemphigoides and 
what is its relationship to lichen 
planus and the bullous diseases in 
which immunofluorescence has been 
previously demonstrated? 

Immunofluorescent findings in lich- 
en planus have been reported many 
times.'*™ IgG, IgA, IgM, albumin, 
fibrin, and complement have been 
found deposited on the colloid bodies. 
Discrete deposits of fibrin and IgM 
have been found at the epidermal 
basement membrane zone.*?'^* In 1973, 
Baart De La Faille-Kuyper*’ reported 
nine cases of lichen planus, three of 
which were frankly bullous and six of 
which showed microscopic vesicula- 
tion. All nine cases demonstrated 
linear deposits of IgG and comple- 
ment at the epidermal basement 
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membrane zone of affected skin. Two 
of these patients had similar deposits 
on normal skin and one patient had 
circulating antiepidermal basement 
membrane zone antibody at a titer of 
1:80. This is similar to the immuno- 
logic picture of bullous pemphigoid. 
Interestingly, this last patient’s erup- 
tion had features clinically and histo- 
logically suggestive of both lichen 
planus and bullous pemphigoid. This 
parallels the findings in our patient. 
It is of course possible that our 
patient developed bullous pemphigoid, 
and, being predisposed to lichen plan- 


. us, as evidenced by her previous 
- . history, reacted to the injury produced 





p -by the deposits of IgG and comple- 





5^0 ment with an isomorphic response of 





lichen planus papules. Therefore, this - 


ease of liehen planus pemphigoides 
may not be a variant of lichen planus, 
but merely a predietable association 
between two diseases. This sequence 
may in fact explain some previously 
reported cases of lichen planus pem- 
phigoides. 

However, several features of our 
case suggest that we are not simply 
dealing with an isomorphic response 
in a patient with bullous pemphigoid. 
The histologic diagnosis of the bulla 
arising from clinically normal skin 
was most consistent with a bullous 
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lesion of lichen planus, even though 
immunofluorescence criteria charac- 
teristic of bullous pemphigoid were 
found. The bullae in our patient were 
predominantly on the distal part of 
the upper and lower extremities rath- 
er than at the site characteristically 
involved in dermatitis herpetiformis 
or bullous pemphigoid. Finally, most 
of the bullae were not followed by the 
development of lichen planus papules 
at the site of the bullae. 

The presence of eosinophilic exocy- 
tosis suggested a possible allergic 
drug reaction. However, we know of 
no prior reported cases of bullous or 
lichenoid drug reactions due to desic- 
cated thyroid or methylprednisolone 
acetate. We are also not aware of any 
reports of immunofluorescent pat- 
terns of this type caused by a drug 
reaction. 

We believe that the identification 
of circulating and fixed IgG with 
specificity for the epidermal base- 
ment membrane zone in our case of 
lichen planus pemphigoides and the 
recent report" of IgG deposits at a 
similar location in nine cases of lichen 
planus strengthens the link between 
these two conditions. Additionally, the 
presence in our patient of anonychia 
and eroded bullae on the plantar 
surface is reminiscent of prior case 


References 


Syphiligr 40:1137- 1144, 1933. 

1l. Blair DS: Lichen planus pemphigoides: 
Report of a case and discussion of the literature. 
Arch Dermatol Syphilol 58:138-148, 1948. 

12. Sarkany I, Caron GA, Jones HH: Lichen 
planus pemphigoides. Trans St John Hosp 
Dermatol Soc 50:50-55, 1964. 

13. Diaz LFA: Lichen plan bulleux. Ann 
Dermatol Syphilol 97:39-48, 1970. 

14, Samman PD: Lichen planus and lichenoid 
eruptions, in Rook A, Wilkinson DS, Ebling FJG 
(eds): Textbook of Dermatology, ed 2. Philadelphia, 
FA Davis Co, 1972, pp 1342-1343. 

15. Sehwartz B: Lichen planus pemphigoides. 
Proc R Soc Med 48:445-447, 1954. 

16. Bologa EI, Valda F: In ruckbildung begrif- 
fener lichen ruber planus mit nachfolgender 
dermatitis herpetiformis Duhring. Dermatol 
Monatsschr 157:447-452, 1971. 

17. Grupper C, Bourgeois-Spinasse J, Buisson 
J: Maladie de Duhring-Broeg suivie de lichen plan 
ou associee. Bull Soc Fr Dermatol Syphiligr 
19:211-212, 1972. 

18. Ueki H: Hyaline bodies in subepidermal 
papillae. Arch Dermatol 100:610-617, 1969. 

19. Michel B, Sy EK, David K, et al: Immuno- 
fluorescent studies in lichen planus, abstracted. J 
Invest Dermatol 54:428, 1970. 

20. Ebner H, Kraft D: Fibrinblagerungen 
beim lichen ruber planus. Arch Dermatol Forsch 
243:305-311, 1972. 





reports of uleerative lichen planus of b. 


the feet™ and is another link in the 
identity of lichen planus and lichen 
planus pemphigoides. 3 

Lichen planus pemphigoides has 
been reported in association with 


diseases accompanied by immunologie |... 
dysfunction such as paravertebral ^ - 
neoplasia^* and lymphomas.' Lichen 


planus has been reported to occur with 
diseases accompanied by circulating 
organ-specific antibodies such as. ul- 
cerative colitis,” thymoma,” and lu- 
pus erythematosus." The associa- 
tion of both conditions with diseases 


that show a variety of immunologic =< 
manifestations, as well as the similar |... 
immunofluoresecence findings in our = 
case and in the cases of Baart De La 
Faille-Kuyper," suggest that a com- ==> 


mon pathogenic immunologie mecha- 
nism may exist for both lichen planus 
and lichen planus pemphigoides. We 


believe that further delineation of the 


pathogenesis of these two conditions 
will show that lichen planus and lichen 
planus pemphigoides are simply clin- 
ical variants of the same disease 
process. 
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Nevus of Ota With Ipsilateral 


Congenital Cataract 


Garry B. Gewirtzman, MD, James E. Rasmussen, MD 


* A mongoloid woman had a nevus of 
Ota, an ipsilateral congenital cataract, 
and upper extremity hemiatrophy. To our 
knowledge, no similar patient has been 
previously reported. We review the litera- 
ture concerning the nevus of Ota and 
cataracts in mongoloid individuals. 

(Arch Dermatol 112:1284-1285, 1976) 


evus fusco-caeruleus ophthalmo- 
maxillaris,’ oculocutaneous mel- 
anosis, oculodermal melanocytosis,' 
and nevus of Ota are synonyms for a 
specific pigment disorder manifested 
by a bluish-gray macule in the region 
of the trigeminal nerve and blue dis- 
coloration of the sclera in two thirds of 
patients.‘ Histologically, scattered 
melanocytes occur in the sclera and 
episclera, beneath the conjunctival 
epithelium, throughout the  uveal 
tract, and in optic nerve sheaths.’ The 
skin contains fusiform, bipolar den- 
dritic melanocytes in the upper and 
middle dermis.* 

The occurrence of the nevus of Ota 
is uncommon in whites. There has 
been no previous report of the nevus 
of Ota associated with a congenital 
cataract. 


REPORT OF A CASE 


A 42-year-old white mongoloid woman 
has been institutionalized since age 40. She 
was hospitalized three times during her 
first year of life for discissions of a right 
congenital cataract. In April 1974, she had 
a cholecystectomy. There are no siblings, 
and her father died of a cerebrovascular 
accident at age 85. Her mother died at age 
73 from cancer of the breast. 

The patient was referred to the derma- 
tology clinic because of hyperkeratosis of 
the palms and soles. Physical examination 
revealed a white woman with mongoloid 
features. The head was microcephalic, 
measuring 49 em in circumference. In the 
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right periorbital, supraorbital, and tempo- 
ral regions there was a macule with brown, 
blue, and gray pigments in a confluent 
distribution. The right eyelids and sclera 
showed blue hyperpigmentation (Fig 1). 
The conjunctiva, cornea, iris, tympanic 
membrane, nasal mucosa, palate, and 
pharynx showed no abnormal pigmenta- 
tion. Esotropia and nystagmus were prom- 
inent and the pupils were small and eccen- 
tric. The right fundus was not visible 
because of a membrane following the 
previous surgery. The left posterior pole 
showed old chorioretinal scarring. No 
opacity was present in the left lens. The 
ears were small and without developed 
lobes. Examination of the extremities 
showed atrophy of the right upper extrem- 
ity. The distance from the right axilla to 
the distal portion of the right middle 
finger was 42.5 cm. The right biceps 
measured 19 em in circumference. Seven 
centimeters was the largest cireumference 
of the right forearm. Corresponding mea- 


Fig 1.—Bluish-gray macule in right perior- 
bital and temporal regions. Note blue 
discoloration of sclera. 


surements of the left upper extremity were 
50, 22, and 7 em. Strength was good, but 
slightly decreased in the right upper 
extremity. Reflexes appeared normal ex- 
cept for symmetrically hyperactive knee 
and ankle jerks. There was unsustained 
ankle clonus. The palms and soles showed 
hyperkeratosis. Erythema with overlying 
yellow scale was present along the frontal 
hairline. The remainder of the physical 
examination results were within normal 
limits. 

A complete blood cell count and urinal- 
ysis were normal. A chest x-ray film 
showed slight scoliosis. A potassium hy- 
droxide preparation of the palms and soles 
showed no fungi. Cytogenetic studies 
revealed the presence of trisomy 21. An 
intelligenee quotient of less than 25 was 
measured on the Stanford-Binet scale. A 
skin biopsy. specimen of the forehead 
demonstrated spindle-shaped melanocytes 
in the upper dermis (Fig 2). A depressed 
background rhythm of the left cerebral 
hemisphere was present during an electro- 
encephalogram. This is consistent with 
cerebral atrophy or cerebrovascular 
insufficiency. 


COMMENT 


Dyskeratotie disorders have been 
commonly found in mongoloid per- 


Fig 2.—Biopsy specimen from forehead. 
Elongated melanocytes present in dermis. 
Melanocytes appear to be parallel to skin 
surface (hematoxylin-eosin, original mag- 
nification x 126). 
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ness." Holtz reported a case of nevus - 


* 





sons. Twenty-two of 106 patients have 
been reported to have hyperkeratosis 
of the hands and feet. Ewing’ indi- 
cates that there is an increased inci- 
dence of ichthyosis vulgaris and 
ichthyosis congenita, Darier disease, 
tylosis palmaris et plantaris, anhi- 
drotic ectodermal dysplasia, xero- 
derma pigmentosa, and monilethrix in 
the mentally deficient. 

The nevus of Ota occurs in 0.4% of 
Japanese dermatology clinic patients.“ 
It is rarer in blacks? and very 
uncommon in whites. 

The abnormal pigmentation second- 


ary to melanocytic infiltration may 
involve the sclera,"'"' conjunctiva," 


cornea, iris, = optic papilla,** fun- 
dus," optic nerve, and optic nerve 
Sheath. Pigmentation has been re- 
ported to involve the tympanum 
(55%), nasal mucosa (28%), pharynx 
(24%), and hard palate (18%). Our 
patient showed pigmentation of the 
sclera and conjunctiva. Evaluation of 
the right fundus for pigment was not 
possible because of the cataract. 

The nevus of Ota has been asso- 
ciated with glaucoma, malignant 
melanoma,” cellular and malignant 
blue nevi," and sensorineural deaf- 


of Ota associated with limitation in 
abduction of the eye and enoph- 
thalmos (Duane syndrome).'* 
Mongoloid individuals have an in- 
creased incidence of cataracts, but 
there is disagreement as to the 
frequency of cataracts during the 
neonatal period. McDonald? reports 
the prevalence of congenital cataracts 
in intelleetually normal children to be 
less than 0.05%. Ormond" was the 
first to note an inereased incidence of 
cataraets associated with Down syn- 
drome. He reported that 59.5% of 42 
mongoloid patients had cataracts, but 
no cataracts occurred in children 
under 6! years old. In Francois’s 
review of the literature, mongolism is 
listed along with Lowe syndrome, 
Francois syndrome, congenital hemo- 
lytic ieterus, and Sjogren syndrome as 
a syndrome with congenital cata- 
racts." He stated that more than one 
half of patients with mongolism have 


a cataract, but does not give any age 


- incidence. MacGillivray studied 97 
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mongoloid individuals and found 38 to 
have acquired lens opacities. Only 
one patient had a cataract at birth. He 
therefore concluded that although 
acquired cataracts occur frequently, 
the congenital type is rare in Down 
syndrome. Igersheimer and Mautner” 
examined 149 mongoloid patients 
with a slit lamp to determine when 
cataracts begin. The youngest patient 
with a cataract was 7 years old. Their 
data suggest that at age 8 to 15 years, 
mongoloid persons develop multiple 
small opacities similar to those seen in 
hypoparathyroidism and myotonia 
dystrophica. These studies indicate 
that although cataracts are frequent 
in mongoloid individuals, it is rare to 
find a cataract in the early years of 
life. However, this is refuted by Merin 
and Crawford,” who found 15 patients 
with Down syndrome and cataracts 
within the first few months of life: In 
our patient, the diagnosis of congen- 
ital cataract was made before she was 
2 months old. 

The relation between the cataract, 
nevus of Ota, and hemiatrophy is 
uncertain since the cause of these 
entities is uncertain. Stuart" de- 
scribed a nevus of Ota developing 
after trauma. Hidano et al reported 
ten cases occurring after contusion 
and two after sunburn.” They also 
reported six cases appearing at the 


year of menarche. Perhaps these cases 
are examples of debut tres tardif. 


Hidano et al” believed that the peaks 
in incidence of nevus of Ota during 
the first year of life and in teenagers 
indieate that hormonal influences 
may play a role. He also suggested 
that there might be some inhibition 
faetor during ages 1 through 10, when 
mongolian spots regress and onset of 
nevus of Ota is rare. Compact groups 
and bundles of intradermal blue nevus 


cells characterize the blue nevus, while - 


the nevus of Ota contains fusiform 
melanoeytes in the upper and middle 
dermis.’ 

We are unable to satisfactorily 
explain the simultaneous occurrence 
of unilateral nevus of Ota, congenital 
cataract, and upper extremity atrophy 
in our patient. Whether this is a rare 
coincidence or a syndrome is uncer- 
tain. 
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>. * Three patients with relapsing poly- 
. chondritis were treated successfully with 
` dapsone. Mounting evidence suggests an 
immune-related pathogenesis for relaps- 
ing polychondritis. Dapsone may be effec- 
tive in certain immune-related diseases 
. because of its inhibition of lysosomal 
| enzymes. 

© (Arch Dermatol 112:1286-1288, 1976) 


jYewer than 100 cases of relapsing 
A polychondritis have been reported 
since its. original description by 
+ Jaksch-Wartenhorst in 1923.' The pri- 
mary clinical features are arthralgias 
~ and inflammation and degeneration 
of cartilage, especially that of ears, 
nose, trachea, larynx, and costochon- 
dral junction. Other less striking 
features are conjunctivitis, episcleri- 
tis, eataracts, auditory and vestibular 
- dysfunction, anemia, and aortic valvu- 
lar insufficiency." Occasionally, de- 
-generation and collapse of the trachea 
may result in death. | 
... More recently, immunologie mech- 
^. anisms have been ineriminated in the 
"pathogenesis of relapsing polychon- 
. dritis. Evidence reported by some 
- authors suggests that autoantibodies 
-are directed against cartilage,’ while 
other evidence suggests a role for a 
cellular immune mechanism.** 
- Hypervitaminosis A in rabbits re- 
 sults in dissolution of chondroitin 
^. sulfate from cartilage by the action of 
lysosomal enzymes that may be 
. blocked by cortisone.*’ Recently, we 
have shown that dapsone also inhibits 
lysosomal enzyme destruction of chon- 
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Treatment of Relapsing 
Polychondritis With Dapsone 


. Vincent P. Barranco, MD; Dwane B. Minor, MD; Herman Solomon, MD 


droitin sulfate of rabbit cartilage that 
is induced by hypervitaminosis A.* We 
further postulated that dapsone may 
be effective in certain possible im- 
mune-complex-related diseases in 
which the Arthus-like phenomenon 
may be operative by the inhibition of 
lysosomal enzymes. 

It occurred to us that the animal 
model of hypervitaminosis A was 
strikingly similar to relapsing poly- 
chondritis. Six years ago, we empiri- 
cally treated a patient who had relaps- 
ing polyehondritis with dapsone, and 
the response was excellent. These two 
factors prompted this communication. 
Our purpose is to present the original 
and two subsequent patients with 
relapsing polychondritis who showed 
an excellent response to dapsone. This 
finding may shed further light on the 
pathogenesis of relapsing polychon- 
dritis and the mechanism of action of 
dapsone in immune-related diseases. 


REPORT OF CASES 


Case L-In June 1967, an otologist 
referred to us a 76-year-old woman whose 
ears had been red, swollen, and painful for 


four weeks. History of a mild intermittent. 


conjunctivitis was noted, but her general 
health was good for her age, and there 
were no other known medieal or surgical 
problems. Her general physical examina- 
tion gave results that were unremarkable, 
except for involvement of both ears. The 
ears were swollen, red, extremely tender, 
and noticeably indurated. The lobes of the 
ears were conspicuously spared. . 

Initial laboratory studies, including a 
complete blood cell count, urinalysis, and 
urie acid determination, gave. normal 
results. Erythrocyte sedimentation rate 
(ESR) was 50 mm/hr. A diagnosis of 


relapsing polychondritis was suspected, 


and for one year, she did well with intrale- 
sionally applied corticosteroids and topi- 
cally applied corticosteroids with occlusive 
dressings. In June 1968, a severe relapse of 
chondritis of the ears occurred, and the 
condition did not respond to intralesional 





or topical treatment with corticosteroid. 

A biopsy specimen from the cartilagi- 
nous portion of the right external ear in 
July 1968, showed severe chondritis, peri- 
chondritis, chondrolysis, fibrosis, and a 
notable acute and chronie inflammatory 
cell infiltrate, 

With the diagnosis of relapsing poly- 
chondritis confirmed, treatment with oral- 
ly administered methylprednisolone was 
started, but therapy was stopped because 
of facial edema and severe malaise. The 
condition of both ears continued to worsen, 
and, in desperation, in Mareh 1969, she was 
started on a regimen of 100 mg of dapsone 
twice daily for one week and then once 
daily. When she was next examined two 
weeks later, both ears were essentially 
normal in appearance and were asympto- 
matic. She was maintained on 100 mg daily 
of dapsone without diffieulties for four 
months, at which time a flare of chondritis 
occurred. The dosage of dapsone was 
inereased to 100 mg twice daily, and, in one 
week, she was again clear of all symptoms. 
She remained on a regimen of dapsone 
until her death from leukemia in 1974. 


. During most of this time, she was asymp- 


tomatic while receiving dapsone. Occa- 
sional flares promptly responded to an 
increase in the dosage to 100 mg twice 
daily for several weeks. 

Case 2.~A 70-year-old man first devel- 
oped painful ears and nose and generalized 
arthralgias in the fall of 1973. He subse- 
quently developed a severe anemia, red 
painful ears, and hoarseness with some 
dyspnea. The anemia required several 
transfusions to keep the hemoglobin level 
above 10 gm/100 ml. 

In February 1975, he developed extreme- 
ly swollen ears and nose, which prompted 
his referral to the Tulsa Dermatology 
Clinie (Fig 1). He was noted also to have 
episcleritis and conjunctivitis, with notice- 
able pallor and hoarseness. Results of 
examination of the chest disclosed 
wheezes. Peripheral and costochondral 
joints were tender, but there was no 
evidenee of swelling or redness. 

Results of laboratory studies on Feb 5, 
1975, disclosed a hematocrit reading of 
2095 a hemoglobin level of 6.8 gm/100 ml; 
and a total leukocyte count of 4,400/cu mm, 
with a normal differential and platelet 
count. Er ythrocyte sedimentation rate was 
60 mm/hr. Glucose-6-phosphate dehydro- 
genase assay was within normal limits. 
Blood chemistry studies, using an auto- 
mated multiple analysis system of fasting 
blood, were all within normal limits. 

Histologie findings from a biopsy spec- 
imen of the cartilaginous portion of the ear 
showed chondritis and chondrolysis. There 
was deereased basophilia of the cartilage 
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matrix, with an increased eosinophilie 
appearance. An infiltrate of lymphocytes, 
plasma cells, polymorphonuclear leuko- 
cytes, and eosinophils was present 
(Fig 2). 

Treatment with 100 mg of dapsone daily 
was started on Feb 7. Within six days, the 
pain, tenderness, and redness of the nose 
and ears had disappeared. The episcleritis 
and arthralgias were much improved. Four 
days later, on Feb 17th, ten days since 
dapsone therapy was started, the patient 
was entirely asymptomatic (Fig 3), but the 
next day he developed erythema multi- 
forme with chills and fever. An allergic 
reaction was suspected, and dapsone 





Fig 1.—Painful, swollen, red ear prior to 
treatment with dapsone (case 2). 


Fig 4.—Striking decrease in chondritis 
after treatment with dapsone. Note 
increase in basophilic staining and 
diminished inflammatory cell reaction 
(case 2) (hematoxylin-eosin, original 
magnification x 100). 





administration was stopped. He was 
treated with antihistamines and aspirin. 
Ten days later, the erythema multiforme 
essentially was cleared, but all his initial 
symptoms had reappeared. He was started 
on a regimen of prednisone, 50 mg daily, 
with prompt response. He continued to 
receive 50 mg of prednisone, every other 
day, and was entirely asymptomatic nearly 
two months later. A biopsy of the ear was 
done on the day that dapsone was discon- 
tinued, and the specimen showed sub- 
stantial resolution of the  chondritis 
(Fig 4). 

CasE 3.—A 58-year-old man was first 
seen by us on Feb 18, 1975, with a two-year 


Fig 2.—Essentially normal ear, except for 
postinflammatory scaling, after treatment 
with dapsone (case 2). 








history that was suggestive of relapsing 
polychondritis. His primary symptoms 
were recurrent painful, swollen ears and a 
tender nose. He had no definitive diagnosis 
or effective treatment up to this time. 
Physical examination gave results that 
were entirely normal, except for obesity, 


severe redness, and tenderness that 


involved the ears (except the lobes) and 


Fig 3.—Chondritis prior to treatment with 
dapsone showing diminished basophilic 
staining of cartilage and dense inflamma- 
tory cell infiltrate (case 2) (hematoxylin- 
eosin, original magnification x 100). 





Fig 5.—Chondritis involving ear and 
episcleritis before treatment with dap- 
sone (case 3). 
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nótable episcleritis that involved the right 
eye (Fig 5). | 

Results of laboratory studies showed the 
following values: hemoglobin, 13.4 gm/100 
ml; hematocrit, 39%; white blood cell count, 
6,100/cu mm, with a normal differential 
cell count; and erythrocyte sedimentation 
rate, 52 mm/hr. Results of urinalysis were 
normal, except for a trace of protein. Blood 
chemistry studiés, using an automated 
multiple analysis system of fasting blood, 
gave normal results, except for a trigly- 
ceride level of 146 mg/100 ml (normal, 30 to 
185 mg/100 ml) Fluorescent antinuclear 
antibody and rheumatoid factor were 
negative. Glucose-6-phosphate dehydro- 
genase assay results were normal. 

A biopsy specimen of the ear showed 
notable chondritis, perichondritis, and 
chondrolysis, with increased fibrosis. There 
was a decrease in the basophilia of the 
eartilage matrix, with an infiltrate of 
lymphocytes, plasma cells, and polymor- 


 phonuclear leukocytes. 


We decided to use a therapeutic regimen 
of dapsone because of the success in the 
. two previous cases. On March 18, he began 
“ receiving 50 mg of dapsone daily. He was 

seen one week later on March 25, because 
of a flare of chondritis and episcleritis. The 
dosage of dapsone was inereased to 100 mg 
twice daily. One week later on April 1, 
there was noticeable improvement. On 
April 29, he was entirely free of symptoms 
of polychondritis and episcleritis. He has 
remained asymptomatie and was last seen 
. on May 6, 1975. 


COMMENT 


Dolan et al’ and Butcher et al’ 
reviewed in detail the clinical, labora- 
tory, roentgenologic, and histologic 
features of relapsing polychondritis, 
as well as a tendency for an associa- 
tion with the rheumatic and connec- 
tive tissue diseases. Some patients 
with relapsing polychondritis without 
associated connective tissue disease 
have false-positive results of serologic 
tests for syphilis with positive antinu- 
clear antibodies and lupus erythema- 
tosus preparation cells. 

All of our patients had the classic 
features of acute inflammation of 


cartilage, especially of the ears and 
the nose, and generalized arthralgia. 


Patient 2 had involvement of the 
cartilaginous portion of the respira- 
tory tree. Patients 2 and 3 demon- 
strated episcleritis and conjunctivitis. 
Severe anemia was present in patient 
2, while all three patients had an 
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immunologic mechanisms 
operative. Glenn and Holborrow pro- 
posed that cartilage that was altered 


elevated ESR. Our patients demon- 
strated the primary histologic finding 


of chondritis and perichondritis, with 


replacement of the basophilic matrix 
with eosinophilic material and an 
infiltration of inflammatory cells, 
including lymphocytes, polymorpho- 
nuclear leukocytes, eosinophils, and 
plasma cells. 

Studies of the pathogenesis of 
relapsing polychondritis suggest that 
1 may be 


by infection with a baeterium or a 
virus induced autoantibodies capable 
of attacking cartilage." Arundell and 
Haserick presented a case of probable 
polychondritis in the newborn of a 
mother with relapsing polychondri- 
tis." They proposed that leakage of 
cartilage autoantibodies from the ma- 
ternal eireulation may have resulted 
in the baby’s cartilaginous changes. 
Dolan et al" and Rogers et al^ used 
indirect immunofluorescence studies 
to show that sera from patients with 
relapsing polychondritis demon- 
strated localization. of immunoglob- 
ulin in laeunar spaces and chondro- 
cytes in amounts greater than in 
controls or in cases of rheumatoid 
arthritis or lupus erythematosus. Her- 
man and Dennis eould not detect 
circulating autoantibodies to human 
cartilage or isolated chondrocytes, but 
were able to show cell-mediated 
immunity by the demonstration of 
increased lymphocyte transformation 
to cartilage antibodies in all three 
patients with relapsing polychondritis 
and in nine of 12 patients with rhema- 
toid arthritis, but not in controls.’ 
Finally, Rajapakse and Bywaters 
showed that some patients with 
relapsing polychondritis had positive 
indirect immunofluorescent staining 
of fetal cartilage that was suggestive 


of circulating autoantibodies without 


evidence of cell-mediated immunity to 


human laryngeal cartilage, using mac- 


rophage migration inhibition and 
lymphocyte transformation. Another 
patient had no circulating autoanti- 
bodies, but demonstrated cell-me- 
diated immunity. A third patient 
demonstrated both circulating auto- 
antibodies to fetal cartilage and cell- 
mediated immunity.‘ They suggested 


relapsing  polychondritis 





these findings indicate that circulat- 
ing autoantibodies could be an early 
manifestation and cell-mediated im- 
munity could be a late manifestation 
of relapsing polychondritis. 

These possible immunologic mech- 
anisms and our study of the inhibition 
of lysosomal enzymes by dapsone in 
hypervitaminosis-A-induced chondri- 
tis in rabbits convinced us to treat 
relapsing polychondritis with dap- 
sone. Response to treatment was 
excellent in all three cases. We believe 
this may shed further light on the 
possible immunologic pathogenesis of 
and the 
mechanism of action of dapsone. Pres- 
ently, corticosteroids are the drugs of 
choice for relapsing polychondritis. 
Dapsone appears to be an excellent 
alternative to treatment and could be 
the drug of choice in patients in whom 
corticosteroids are contraindicated. 


The cost of the color reproductions was paid for 
by Westwood Pharmaceuticals Inc. 


Nonproprietary Name 
and Trademark of Drug 


Dapsone— Avlosulfone. 
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Immediate Hypersensitivity in 






` Howard Maibach, MD 


e A aai had a chronic hand eczema, 


presumably as a manifestation ot. atopy. 
Treatment resistance appeared due to 
handling certain foods that produced 
burning and stinging in the chronically 
eczematous skin and not in otherwise 
normal skin. Selected tests for delayed 
hypersensitivity and for immediate hyper- 


sensitivity on intact skin. of. the back 


produced negative results, but on chroni- 
cally inflamed skin of the arm and back, 
application. of the pertinent foods. pro- 
"duced a wheal and flare response. On 
intact skin, scratch tests with the foods 
» produced positive results. Intradermal 
tests with commercial antigens were 
negative. Avoidance of these foods, as 
contactants, led to resolution of the 








been" ‘in 


o "tre Dermat 112: 1289-1291, 1976) 


1). hypersensitivity” patch 
testing of industrial patients 


pur hand eczema produces a reason- 
ably substantial yield of relevant posi- 
tive results, even in patients who also 
have endogenous eczema.’ I describe a 
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type 


à (t€ Reappraisal of the role of 


and Dermatitis 
Role of Food-Contact Dermatitis. 
patient with presumably endogenous 


eczema; in her case, however, resolu- - 
tion of the clinical problem depended 


on an understanding of immediate- 
hypersensitivity 
type skin tests) rather 
delayed hypersensitivity (standard 


patch tests). 


REPORT OF A CASE 


A 51-year-old woman had a severe dis- 


abling hand dermatitis of 25 years’ dura- 
tion. Her relevant past history included 
chronic cubital fossa dermatitis as a young 


child, clearing at puberty, with exacerba- 


tion at age 26. She had intermittent 


rhinorrhea (hay fever) assumed to be 
secondary to grasses. Bronchial asthma 
required continuing medical treatment. 
Past medical history was otherwise 
noncontributory; there was no evidence of 
drug hypersensitivity. Pertinent family 
history consisted of asthma, hay fever, and 
atopie dermatitis in both parents, several 


siblings, and her own children. 


Detailed history of the present illness 


disclosed that the hand dermatitis was her 


major medical problem and of greater 
importance to her than either the chronic 
rhinorrhea or the asthma. In spite of nu- 
merous visits to several dermatologists 


during 25 years, cutaneous remissions were - 


usually ineomplete. Intramuscular eorticos- 
teroid injections had proved helpful. 

In the previous six months, she was kept 
functional with prednisone, 10 mg daily. 


Innumerable topical medicaments, includ- 
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(immediate- - 
than on 


ing corticosteroid creams, lotions, and oint- = 

ments, provided intermittent temporary n 

relief. — ES 
When questioned as to ex acerbativig: CU 


factors, she stated that preparing toma- = 


toes, raw meat, chicken, and. white flour 


E produced burning and stinging in the - : z 
 dermatitie- areas. A similar sensation was JEN 
noted with water, but not with numerous . 


other foods and chemicals that she handled. ; 


"We obtained no definitive history of intol- 
- erance to rubber gloves or to topical medi- 
caments. 


The skin showed marked erythema, 
induration, scaling, and lichenification of . 
the. dorsa of both hands, wrists, and 
forearms, the cubital fossa, and the poste- 
rior part of the neck. Dermatitis was 
absent elsewhere. Our working diagnosis ; 
was ehronie hand eczema, atopie type, w ith 4: 
exacerbation by exogenous factors (irri = 


tants and. possibly delayed-type allergie 2t 
contact dermatitis). i 


i INITIAL CLINICAL TESTING . 





Forty. -eight hour patch tests using 
Al'testonthe upper part of the back > 
(and additional 96-hour reading) < 
yielded no positive reactions to the 
routine series of the International 


Contact Dermatitis Research Group, 


many topical medicaments that she 
used, and the previously listed foods ^ 
(Table). 2 

These foods were placed on. ES 
normal skin of her back as open! pate 




















. "tésts, with no adverse effects when 
. examined at 48 and 96 hours. In 
discussing these results with the 
. patient; she reminded us that the 
cutaneous burning and stinging oc- 
curred shortly after exposure to these 
- foods and not two days later. She 
. questioned why we tested the back 
. rather than the forearm. 
-. Additional tests were performed by 
- laying sliced tomatoes, freshly ground 
lamb, fresh turkey skin, and a thick 
.. water and white flour paste on chron- 
— ically dermatitic forearm sites. Neith- 
er scratch nor pinpriek was used to 
facilitate penetration. No response 
^ occurred at the tomato-treated site; 
the other test sites developed exten- 
: sive’ wheals and flares in 10 to 20 
minutes. To verify these findings, 
. additional tests were performed and a 
— saline control added; wheal and flare 
responses developed only with the 
— previously provoeative foods. Ten con- 
- trol subjects, four of whom had a 
. ehronie dermatitis, recovered from 


-. similar open testing; none demon- 
< strated a wheal and flare response. 


LABORATORY FINDINGS 


Complete blood cell eount, urinaly- 
sis, chest x-ray films, and blood chem- 
istry studies using an automated 
multiple analysis system revealed nor- 
mal findings. m 

Intradermal skin tests with hista- 
mine phosphate (1:10,000), epinephe- 
rine (1:1,000), methacholine (1:1,000), 


E bradykinin (1:1,000), and dinopros- 


tone (1:10,000) revealed no anomalous 
responses. Delayed blanch and anhi- 
drosis were not observed. 


CLINICAL COURSE 


Therapy consisted of triamcinolone 
acetonide ointment 0.1% with a long 
plastic glove providing occlusion for 
eight hours nightly. We thoroughly 
explained. principles of good hand 
care. | : 

No improvement occurred during 
eight weeks; then, the immediate-type 
Skin tests were performed. When we 
realized that burning and stinging 
were, in fact, urticarial responses to 
foods, we advised her to avoid skin 
contact with them. This advice was 
difficult for her to aecept because of 
the chronicity of the dermatitis. She 
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immediate and Delayed Hypersensitivity Testing 


Test Results? 


M M 


Time of Test 
Original testing 
Delayed hypersensitivity on back 
intact dermatitic skin on forearm 
Subsequent testing (after 6 mo) 
intact dermatitic skin on forearm _ 
intact dermatitic skin on upper part of 
back 
intact nondermatitic skin on lower part 
of back 
Scratch tests (patient sample) or non- 
dermatitic skin on back 
Intradermal test-back (commercial an- 
tigen) 


* 4 , positive results; —, negative results. 


expressed doubt, but agreed to a short 
trial of avoidance of handling these 
foods. Within weeks, her condition 
was greatly improved, and in one 
month was almost clear, the residue 
being minimal lichenifieation. 

When examined at six months, her 
condition remained greatly improved. 
There was minimal evidence of the 
chronie dermatitis, but no evidence of 
an aeute process. The findings were 
compatible with her basic atopie 
dermatitis. 


FURTHER TESTING 


She was retested at this time in the 
following manner. The previously de- 
scribed epicutaneous food applications 
were repeated without breaking the 
skin (Table). 

She did not respond to the tomato as 
noted previously, but had a definite 
wheal and flare from an application of 
turkey skin. At this time, ground lamb 
and flour no longer produced a posi- 
tive response. 

Similar testing on intact skin was 
done at two sites on her back, at a site 
below the neck where there was 
suggestion of chronic dermatitis, and 
on the lower part of her back where 
there was no evidence of chronic 
inflammation. She had a positive 
response to the turkey skin on the 
slightly inflamed skin on the upper 
part of the back. There was no 
response to the other foods. All open 
tests done on intact, completely nor- 
mal skin were without effect. - 

She was scratch-tested with the 
previously mentioned foods on normal 


Turkey 
Skin Lamb 


Ground 


JA Flour Tomato 





back skin. She responded with a wheal 
and flare response (greater than the 
control) with the turkey skin, ground 
lamb, and flour. 

Intradermal injections with com- 
mercially available antigens of toma- 
to, turkey skin, ground lamb, and flour 
were negative. 


COMMENT 


This patient exhibited several 
unique findings at variance with the 
current approach to hand eczema. 
Early in the century, it was noted that 
many eczema cases were complicated 
by delayed hypersensitivity of the 
allergic contact dermatitis type. Der- 
matologists continue to search for 
delayed hypersensitivity in chronic 
eczemas and are frequently re- 


` warded. 


Most dermatologists are unim- 
pressed with the role of ingested foods 
in causing hand eczema. It is clear 
that in this patient topical exposure to 
food did exacerbate her disease. 

In terms of mechanisms, it seems 
that sufficient allergen passed only 
through the diseased skin (site of 
atopic dermatitis) and not through 
normal skin. I noted a wheal and flare 
response when the allergen was 
applied to the chronically damaged 
skin and not to the normal skin. These 
findings suggest that the large possi- 
bly proteinaceous molecules that are 
believed to be involved in this type of 
allergy can pass through damaged 
skin better than through undamaged 
skin. m 

It is often stated that percutaneous 
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penetration of proteins does not occur 
because of their large molecular 
weight. This must be interpreted in a 
quantitative rather than absolute 
sense. The Volmer patch test for 
tuberculin hypersensitivity depends 
-< on the antigen penetration. The liter- 


^ ature has been reviewed and extended 


by the demonstration that substantial 
hemagglutinin titers occur in rabbits 
after skin applications of proteins 
varying widely in molecular weight 
(ovalbumin, lysostophin, and ribonu- 
clease).* 
. Additional aspects of this case are 
. worthy of comment. This patient, like 
most of the patients seen with a 
B - similar immediate hypersensitivity 
flare, are atopic patients. Although 
this process is seen in nonatopic 
. patients, atopic patients provide the 
-. bulk of my experience. The positive 
wheal and flare response on non- 
scratched skin diminished when the 
foods were removed and the skin had 
improved. Furthermore, other treat- 
ments that had been far from useful 
in the past suddenly became effec- 
tive. 

À noteworthy aspect of this pa- 
tient's laboratory evaluation was that 
she responded to the foods brought 
from home, ie, the turkey skin, flour, 
and ground lamb, but she did not have 
positive intradermal test reactions 
ewhen commercial antigens were in- 
jected. It appears that at least in her 
ease, and under these conditions, the 
natural products were more useful for 
testing than stored commercial anti- 
gens. I assume that the commercial 
"antigens had either not included the 
active chemicals in the first place or 
had lost their antigenicity in pro- 
cessing and storage. 

This patient's acute responses con- 
stitute part of the spectra of the 
contact urticaria syndrome.* The pa- 
tient does not see a classical wheal and 
flare (as in classical contact urticaria); 
for instance, she felt burning, sting- 
ing, and exacerbation of what appears 
to be a chronic eczema. It is only by 
being alert to the possibility, by 
taking a careful history, and by 
testing the patient either with or 
without a scratch on intact and 
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damaged skin that one ean hope to 
diagnose the similar conditions of 
patients. I have seen similar patients 
in the last year and suspect that this is 
far from an uncommon syndrome. 

The general problem of the role of 
ingested food in immediate and 
delayed hypersensitivity in hand ecze- 
ma was discussed by Sulzberger and 
Baer.’ 

Rowe discussed atopic dermatitis of 
the hands due to food allergy.’ He 
believed that the route of exposure in 
his patients was oral, and recom- 
mended elimination diets. He com- 
mented that “certain patients learn 
that local reactions (on skin contact) 
occur to fruits, vegetables and to other 
foods." 

Malten neologized the term "ec- 
zema hybrids," referring to derma- 
titis eaused by concurrent contact and 
atopic sensitivities. He suggested that 
atopic dermatitis might be aggra- 
vated by contact with a chemical 
whose penetration through the epider- 
mis was facilitated by a coexistent 
contact dermatitis (Klaus Malten, 
MD, oral communication, 1975). He 
divides these hybrids into two types: 
in the first, atopic dermatitis is 
complicated by allergie contact hyper- 
sensitivity (delayed type) to topical 
medicaments such as antibioties; in 
the second, contact allergic dermatitis 
is complicated by an immunologic 
stigmatization.” Neither type de- 
scribes the hybrid reported herein, ie, 
immediate sensitivity secondary to 
atopic dermatitis. He recommended 
that subjects with problem cases, such 
as those seen in referral centers, 
receive patch testing and intracuta- 
neous testing with inhalant aller- 
gens.’ 

Hjorth and Roed-Petersen studied 
in-depth occupational contact derma- 
titis from proteins.” They described 
veterinarians genetically “predis- 
posed” who develop erythema and 
itching shortly after touching ani- 
mals. They observed that these sur- 
geons find "it hard to convince their 


dermatologists that cows' hair was. 


important for their dermatitis." A 
similar mechanism involved kitchen 
workers preparing open-faced sand- 
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wiches. These workers observedzit- _ 
ching within 10 to 30 minutes after 
contact with the appropriate food. | 
Most of their testing was of the intra- - 
cutaneous type; some, however, devel- 
oped à wheal and vesicles within 30 
minutes. Hjorth and Roed-Petersen 


believe, on the basis of family and. m 


personal history, physical examina- 


tion, and IgE levels, that most of hia E 


patients are not atopic. They summa- 
rized by stating that occupational . 
contact dermatitis from protein-like _ 


material has been neglected and that . < 


awareness of it adds a new dimension | 
to this field. : 
I hope that the test data and inter- ; 


pretation reported here will not be >- 
taken out of context. Allergists.have ^. 
scrateh-tested atopic patients for . 


years, recommending elimination 


diets and exposures. This frequent . E. 
overinterpretation by some allergists ^. 


led to the present paucity of communi- 


cation between allergy and dermato- ^. 
ogy. For the present, I would interpret ^. 
a wheal and flare response seen . - 
without benefit of a prick, serateh, or . 


intradermal injection as possibly to 
probably important-if the results 
correlate with the clinical history and — 
subsequent course. Positive responses 


seen only with scratch or intradermal . ue 


testing require greater caution in 
interpretation. 
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and Dermatitis Herpetiformis 


Simultaneous Systemic Lupus Erythematosus 


Michael Glanmor Davies, BSe, MB, ChB, MRCP; 
Ronald Marks, MB, BSc, MRCP; Erie Waddington, MD, FRCP 


..— @ in April 1973, a 28-year-old woman 
-. had an eruption that was subsequently 
found to be dermatitis herpetiformis. in 
_ March 1974, she developed polyarthraigia 
| and myalgia. Investigation confirmed a 
<- diagnosis of systemic lupus erythemato- 


E sus. Adequate criteria for each diagnosis 


|J were present. The concurrence of these 
two diseases has not been previously 
à recorded, but we present reasons for be- 
. . Heving that the two disorders may have 
similarities in pathogenesis based on 
disturbances in immune mechanisms. 
Co {Arch Dermatol 112:1292-1294, 1976) 


ystemic lupus erythematosus 
(SLE) and dermatitis herpetifor- 

mis (DH) are distinet and recogniz- 
able disorders with external signs in 
the skin and pronounced internal 
components. Both diseases seem to 
have strong immunological overtones, 
and their concurrence in a patient has 
important pathogenic implications. 
We report a patient with both SLE 


— —. and DH—a combination that does not 


seem to have been previously re- 


 ' corded. 


REPORT OF A CASE 


In December 1972, a 28-year-old woman 
developed general malaise and sore throats 
following an inevitable abortion. In April 
1973, she reported a four- to five-month 
history of a rash on the upper part of the 
abdomen that consisted of irritating red 
patches 1 to 3 em in diameter that persisted 
for about a month. The rash spread to 
involve the rest of the trunk, ankles, and 
. arms, but later faded. Two or three months 
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admission in September 


later, a different kind of rash developed, 
consisting of transient, very itchy, red, and 
urticarial lesions, some of which blistered. 
When the lesions subsided, they left brown 
stains. The sites particularly involved were 
the flexor aspects of wrists and forearms, 
the shoulders, interscapular area, anterior 
abdominal wall, buttocks, thighs, and 
ankles. A month later, biopsy was per- 
formed on a blister. Seetions showed a 
subepidermal bulla that contained poly- 
morphonuclear leukocytes. There was an 
associated perivascular infiltrate of mono- 
nuclear cells in the superficial dermis. In 
November 1973, she became pregnant once 
again, but soon had a threatened abortion, 
When seen in the outpatient clinic in 
March 1974, she complained of fleeting 
joint pains involving the hands, knees, and 


the right ankle. She also noticed some i 


the next few months, she developed inter- 
mittent myalgia and stiffness, particularly 
in the limbs, but also to a lesser extent in 
the shoulders and neck. Her hemoglobin 
level at that time was 11.7 gm/100 ml. The 
white blood cell (WBC) count was 4,300/cu 
mm. Platelet count was 87,000/cu mm. A 
blood film showed a mild neutropenia and a 
mild normocytic normochromie anemia. 
Erythrocyte sedimentation rate (ESR) was 
105 mm /hr. The pregnancy continued with 
intermittent myalgia, arthralgia, and the 
itchy rash. In April 1974, she had a urinary 
tract infection that was treated with anti- 
bioties. In June 1974, she developed consid- 
erable erythema in a butterfly distribution 
on her face. This was abrupt in onset and 
did not follow exposure to the sun, 

although. she did find that even minimal 
exposure to sunlight made it worse. Imme- 
diately following delivery of her child, 
there was a severe exacerbation of her 
blistering eruption that fluctuated during 
the subsequent two months until her 
: 1974 to the 
Dermatology Ward, University Hospital of 
Wales. Just prior to admission, she had 
general malaise and persistent confluent 
facial erythema. One sister has Graves 


disease and a maternal aunt has myxede- 
mà. There was no other relevant family 
history or history of previous illness. 

On examination, she looked unwell. The 
facial erythema had cleared, but she did 
have some pink macules approximately 0.5 
to 0.75 em in diameter on the upper part of 
the arms, thighs, and chest. One lesion was 
covered with very small vesicles. The 
spleen was palpable 3 em below the left 
costal margin. The rest of the examination 
results, including examination of the 
joints, were norma. A chest x-ray film was 
normal |. 

Laboratory studies revealed the follow- 
ing: ESR, 51 ml/hr; WBC count, 3,700/cu 


mm; hemoglobin level, 14.5 gm/100 ml; 
: platelet count, 100,000/cu mm. Serum elec- 


trophoresis revealed a diffusely raised 
globulin level. IgG level was 20 gm /liter; 


IgA and IgM levels were normal. A rheu- 
matoid factor test was negative, and an 


antinuclear factor test was positive. A 
lupus erythematosus cell preparation was 
negative on three occasions. Qualitative 
and quantitative immunofluorescence 
tests for antinuclear factor were positive 


' at 1:1,000 (homogeneous and nucleolar). 


The DNA binding capacity was 67.2%. 
Blood urea nitrogen (BUN) and serum 
electrolyte levels were normal. Liver func- 
tion test results were normal. Results of 
coagulation studies were within normal 
limits. Serum caleium and phosphate levels 
were normal and a Coombs test was nega- 
tive. Urinary protein exeretion was 300 
mg/24 hr. Mild hematuria was noticed on a 
few occasions, Creatinine clearance was 67 
and 68 ml/min. Renal biopsy “sections 
include numerous large glomeruli showing 
mesangio-proliferative changes with occa- 
sional eapsular adhesions. Features are 
consistent with lupus nephropathy" (Dr R. 
W. Fortt) (Fig 1). A biopsy specimen of an 
urticarial lesion showed typieal changes of 
DH with papillary microabscesses of poly- 
morphonuelear leukocytes, a superficial 
dermal infiltrate of polymorphonuclear 
leukocytes and eosinophils, and a leukocy- 
toclastie angiitis (Fig 2 and 3) Direct 
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Fig 1.—Renal ue specimen showing io pinay pem 
mesangioproliferative changes (PAS stain, original magnification 


x 120). 


Fig 3.—This photomicrograph shows edge of blister. There is 


nuclear debris adjacent to blister in papillary and immediately 
subpapillary zones (hematoxylin-eosin, original magnification 


x 150). 


immunofluorescence tests were performed 
on normal and abnormal skin as follows. 
The skin was quenched in liquid nitrogen 
and eryostat sections were incubated with 
FITC-labeled goat antihuman, IgG, IgA, 
IgM, or complement. After washing, 
sections were viewed with a fluorescence 
mieroscope with epi-illumination. Unin- 
volved skin showed strong positive base- 
ment membrane staining for IgA (Fig 4), 
IgG, and IgM and a faint granular deposit 
for complement. Abnormal skin showed 
the following results. For IgA, there was a 
diffuse granular fluorescence in the base- 
ment membrane zone and flocculent fluo- 
rescent material was present in the blister. 
There was no fluorescence near vessels. 
With the anticomplement reagent, there 
was a diffuse granular fluorescence in the 
basement membrane region, floccular 
fluorescence in the blister, and patchy 
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Fig 2.—Skin specimen showing subepidermal bulla with upper 
dermal and perivascular infiltrate (hematoxylin-eosin, original 
magnification x 30). | 


Fig 4.—Immunofluorescence photomicrograph from clinically 
normal skin to show deposits of IgA at dermoepidermal junction 


(hematoxylin-eosin, original magnification x 90). 


cellular cytoplasmic fluorescence in the 
basal cells in the undersurface of the blis- 
ter. There was also granular staining for 
IgM and IgG in the region of the basement 
membrane. Tests of small-bowel function 
were done. Xylose tolerance test results 
were normal. Fecal fat value was 2.4 gm/ 
day. A jejunal biopsy performed with a 
Watson capsule revealed some convolutions 
and stunted villi under the dissecting 
microscope. Histologically, the jejunal mu- 
cosa showed some slightly stunted villi, but 
epithelial cells were normal in height. 
There were an increased number of mono- 
nuclear cells in the lamina propria (Fig 
5). 

A diagnosis of SLE and concurrent DH 
was made. The patient began therapy with 
110 mg of prednisone on alternate days for 
SLE and 100 mg of dapsone daily for DH. 
For the latter, she also began a gluten-free 
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diet. Her skin condition rapidly improved 
and she has remained free of rash. Her 
ESR returned to normal levels and she felt 
generally much better. Creatinine clear- 
ance in February 1975 was 100 ml/min. She 
is currently receiving maintenance therapy 
with 15 mg of prednisone on alternate 
days, 100 mg of dapsone daily, and a 
gluten-free diet. 


COMMENT 


This patient has two distinct dis- 
eases and possesses criteria indicating 
both SLE and DH. The evidence for 
SLE is as follows: (1) intermittent 
malaise; (2) myalgia and polyarthral- 
gia; (3) leukopenia and neutropenia; 
(4) persistently and markedly elevated 
ESR; (5) diffusely raised y-globulin 
level and an IgG level raised at 20 gm/ 
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Fig 5.—Jejunal mucosa showing some increase in cellularity of lamina propria and 
minimal decrease in villous height (hematoxylin-eosin, original magnification x 120). 


liter; (6) markedly positive antinuclear 
factor test (titer of 1:1000 and a 
homogeneous and nucleolar pattern 
on fluorescence); (7) DNA binding 
capacity of 67.2%, which is diagnostic 
of active SLE”; (8) the renal biopsy 
findings; (9) splenomegaly; (10) facial 
erythema; and (11) results of direct 
immunofluorescence on uninvolved 
skin. Kay and Tuffanelli have re- 
ported that 56% of patients with SLE 
show positive immunofluorescent 
findings for IgG in uninvolved skin. 

The evidence for DH is as follows: 
(1) The clinical appearances and 
distribution of the rash. The urticarial 
lesions that developed clusters of vesi- 
cles are highly suggestive of this diag- 
nosis. (2) The histological appearance 
of the skin biopsy specimens was 
typical of DH. The initial biopsy 
specimen showed a subepidermal blis- 
ter and the subsequent biopsy speci- 
men of a prebullous lesion showed 
papillary tip abscesses of polymorpho- 
nuclear neutrophils and eosinophils 
and leukocytoclasis in the papillary 
dermis (Fig 3). (3) The rapid and 
complete response of this eruption to 
dapsone. (4) The direct immunofluo- 
rescent findings. 

During the last few years, increas- 
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ing evidence has accumulated sug- 
gesting a ‘strong immunological 
component in the pathogenesis of DH. 
These findings include the appearance 
of quantitative changes in serum 
immunoglobulins (one third of pa- 
tients with DH have been found to 
have low serum IgM levels*?^), the 
immunofluorescent findings, the 
presence of circulating immune com- 
plexes,’ the histological findings that 
are very suggestive of a type 3 
immune reaction (the leukocytoclastic 
vasculitis and infiltration with poly- 
morphonuclear cells and eosinophils), 
circulating antireticulin antibodies,” 
and an association with thyroid 
disease (Smith found a clinical asso- 
ciation between DH and thyroid 
disease"). Finally, there is recent 
evidence that at the site of the lesions 
there is complement activation and 
consumption by means of the al- 
ternate pathway." An immunological 
basis for SLE has long been suspected 
and the evidence is sufficiently well 
known and extensive as to make it 
impractical to include herein. 

While many other disorders with an 
immunological component have been 
recorded in association with LE, we 
are not aware of a previously reported 


association of SLE and DH. Vander- 
steen et al" did, however, report a 
case of DH with discoid LE. However, 
in this case, the lesions of discoid LE 
developed in a patient who was being 
treated for DH with dapsone. The 
discoid LE disappeared following dis- 
continuation of dapsone therapy. It is 
interesting to speculate on the reason 
for the association of the two com- 
plaints in this patient. It has been 
suggested that circulating immune 
complexes occur in LE, but generally 
these seem to be trapped in the glo- 
meruli or synovia. The type 3 response 
usually detected histologically in the 
skin in DH is also suggestive of the 
deposition of immune complexes, and 
it may be that in this patient, for 
reasons we do not know, the skin was 
a major recipient of immune com- 
plexes. 
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. Epithelioma Cuniculatum 


Stuart M. Brown, MD, Robert G. Freeman, MD 


€ A 57-year-old man had a tumor for 
five years on the plantar surface of his 
foot. It was treated successfully by 
surgical curettage. Clinical and patholog- 
ical features of the tumor are identical to 
descriptions of the rare tumor of the foot 
designated as epithelioma cuniculatum. 

(Arch Dermatol 112:1295-1296, 1976) 


| ose cuniculatum, an un- 

usual papillomatous tumor of the 
foot, described by Aird et al' and later 
by Thompson,” has not been reported 
before in the American literature. We 

.are presenting such a case of this 
verrucous growth. 


REPORT OF A CASE 


A 57-year-old man had a tumor of the 
plantar aspect of the foot. Approximately 
five years previously, a small "wart" on the 
lateral plantar surface near the base of the 
fifth toe was treated with acid. Within six 
months, the wart grew to several times its 
original size. Two years later, x-ray 
therapy and formaldehyde solution soaks 
retarded the progressive enlargement of 
the lesion but did not stop it. For the past 
year, recurrent infections within the lesion 
were associated with swelling, tenderness, 
and febrile episodes. 

Suecessful open-heart surgery was per- 
formed two years ago following six 
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previous instances of myocardial infarc- 
tion. Recently, a seventh episode occurred 
for which he was receiving maintenance 
doses of warfarin sodium (Coumadin). 

On examination, a 3.8 x 4.5-cm exophyt- 
ic, spongy, malodorous, verrucous, sessile 
tumor was evident on the lateral aspect of 
the ball of the foot (Fig 1). A biopsy 
specimen was interpreted as showing 
benign epitheliomatous hyperplasia. 

With the patient under local anesthesia, 
the tumor was removed by curettage. It 
appeared to penetrate the plantar fascia. 
On the fifth postoperative day, there was a 
little tenderness and the base of the wound 
was moist without bleeding, but it was 
foul-smelling and covered with a yellowish- 
green pellicle. On the 12th postoperative 
day, the base was clean and less malodor- 
ous. During the next eight weeks, the ulcer 
filled in, and in ten weeks, it healed 
completely. The lesion has not recurred in 
the ensuing two years. 


Fig 1.—Exophytic verrucous sessile ap- 
pearance of tumor on plantar surface at 
base of fifth toe. 
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PATHOLOGICAL FINDINGS 


Microscopically pathological 
changes consisted of an extensive 
papillomatosis with hyperkeratosis 
and parakeratosis with debris and 
exudate in crypts on the surface (Fig 
2). Acanthosis involved the entire 
Malpighian layer. The granular layer 
was irregular and often absent. A 
basal layer was recognizable. Prickle 
cells were irregular in arrangement, 
but the nucleus-cytoplasm ratio was 
low (Fig 3). A few cells keratinized 
prematurely. Some tumor strands lay 
separately in fibrous stroma at the 
base, but gave the appearance of 
tangential sectioning of rete rather 
than of dermal invasion. Fibrosis and 
chronic inflammation were seen at the 
base. 

Pathological diagnoses offered by 
several pathologists included verru- 
cous carcinoma, florid papillomatosis, 
pseudoepitheliomatous ^ hyperplasia, 
and giant keratoacanthoma. 


COMMENT 


In 1954, Aird et al' introduced the 
term epithelioma cuniculatum, a vari- 
ety of squamous cell carcinoma of the 
foot, in a description of three patients. 
Thompson’ reported three additional 
cases in 1965. A review of the litera- 
ture has failed to show other reported 
cases of this tumor under this title. 
We are presenting this case of a rare 
and unusual tumor that previously has 
not been in the American literature. 
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Fig 2.—Histological view of irregular papillomatosis and hyperkeratosis (hematoxylin- 


eosin, original magnification X 16). 


This case was presented at the Clin- 
ico-Pathological Conference during 
the 1973 meeting of the American 
Academy of Dermatology. At this 
meeting, Lewis Shapiro, MD, pointed 
out the nosologic classification of this 
lesion and suggested the reference to 
epithelioma cuniculatum. 

The term epithelioma is used in its 
truest sense, implying merely a tumor 
of epithelial structure that is not 
necessarily malignant. Cuniculatum 
refers to a "rabbit warren" suggested 
by the multiple sinuses, crypts, and 
tracts found in this growth. These 
sinuses are filed with keratotic 
material and debris having a charac- 
teristic foul smell. 

The pathological changes are simi- 
lar in all the cases described. Papillo- 
matosis is the most prominent fea- 
ture. Secondary changes include in- 
flammation, fibrosis, and accumula- 
tion of debris in crypts. The epithelial 
cells are irregular in arrangement, but 
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the nuclei remain small and the 
nucleus-cytoplasm ratio remains low. 
There is a similarity between this 
lesion and certain papillary squamous 
tumors that occur in other sites and 
are termed verrucous carcinoma, flor- 
id papillomatosis, or giant condyloma. 
A similar basis may exist for such 
tumors at different sites. 

Aird et al' suggested five hypoth- 
eses concerning pathogenesis of this 
lesion. A plantar wart is unlikely, 
since specific inclusion bodies were 
not found. A primary tumor of seba- 
ceous or hair follicle origin was unlike- 
ly, since these structures are not 
normally found on the sole of the foot. 
Because dermoid cysts on the extrem- 
ities are rare, it appears that this is 
not the source. These authors further 
rejected the possibility of an implan- 
tation dermoid because such cysts on 
the hands or feet had not been 
described before. Both previous au- 
thors concluded that this was a variety 





Fig 3.—Base of tumor depicting pseudo- 
epitheliomatous appearance (hematoxy- 
lin-eosin, original magnification x 128). 


of squamous cell carcinoma that 
produced abundant keratin that, on 
repeated pressure, forced portions of 
the tumor deep into the soft tissue of 
the foot. Crypts and sinuses form and, 
by erosion and pressure, break down 
and coalesce, somewhat like the proc- 
ess seen in formation of pilonidal 
sinus. . 
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james P H Byrne, MA, MB, MRCP (D, MRCP (UK); Mark Hewitt, MD, FRCP: 


T]he features of active chronic hepa- . 
t — X titis (ACH) were characterized 
Mores by Waldenström in 1950* and by Read 

© . et al in 1963.* It is a chronic progres- 
| i may be of value in om ea thie: Sve liver disorder punctuated by 
disorder in patents for whom. portingole _ episodes of active disease; it has a 
| : s — predilection for young women. The 
sts. initial signs and symptoms may re- 
semble those of infectious hepatitis. 
Manifestations of chronic liver dis- 
ease are encountered also. 








Typical laboratory findings include 


. elevation of the erythrocyte sedimen- 
tation rate, anemia, hyperglobuline-. 
- mia, positive lupus erythematosus cell 
preparations (30% of cases), and high 
 titers of non-organ-specific antibod- 
ies, especially antibodies to smooth 

— muscle. Extrahepatic features are fre- 
«quently encountered and may include 
| polyarthritis of the rheumatoid type, 
ulcerative colitis, polymyositis, and 


fibrosing alveolitis.: 
The - cutaneous manifestations of 


| ACH include the nonspecific stigmata 
oof liver disease such as jaundice, 
striae, palmar erythema, clubbing, 
 leukonyehia, arterial spiders, and 
gynecomastia.’ Sarkany in 1966° de- 


Associated 


Pyaderma — —Á : 





seribed. in three patients a skin ae 
i syndrome. previously unreported that 
seemed to have a specific association — 
with ACH. The skin lesions consisted = 
of papules and pustules that pro- ^. 
gressed to necrosis; healing resulted ~ 
in varicelliform sears. Histologic stud- ^. 
jes of the active lesions showed © 


| allergie vasculitis, 
To the various extrahepatic mani- 


festations of ACH already reported in : E 


the literature, we wish to add the 


: devastating. skin lesions of pyoderma. m 
| gangrenosum (PG), which we. have | 
| observed i in two patients. | "s 


| REPORT OF CASES 


CASE 1.—In 1966, a previously healthy 20- 
year-old woman was seen by her consultant 
physician with anorexia, fever, malaise, 


deepening jaundice, and abdominaldisten- — 
sion of three months' duration. | E. 

Physical examination revealed hepato- 3 
splenomegaly, ascites, jaundice, dehydra- 
tion, and an acneiform eruption on the face 
.and back. There were also numerous ne- ^^ 


crotic lesions on the trunk similar to those | 
described by Sarkany.’ Laboratory investi l 
gations at that time revealed a së 
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Fig 1.—Typical lesion of pyoderm 
aspect of left thigh (case 1) (1971). 
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Fig 2.—Healing but still extensive pyo- 
derma gangrenosum of lower part of back 
and buttock while patient was receiving 60 
mg of prednisolone daily (case 1) (Sep- 
tember 1972). 
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a gangrenosum on lateral 
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Fig 3.—Approximately four months after complete healing, char- 


acteristic paper-thin scars of healed PG are seen. At time of 
photograph, patient was receiving 75.0 mg of azathioprine daily 


(case 1) (June 1974). 


hemoglobin level of 9.6 gm/100 ml and 
erythrocyte sedimentation rates (ESRs) of 
36 mm/hr and 100 mm/hr on two consecu- 
tive occasions. The prothrombin index was 
50%. Biochemical studies showed the fol- 
lowing values: total serum bilirubin, 3.8 
mg/100 ml; serum glutamic oxaloacetic 
transaminase (SGOT), 400 milliunits (mU)/ 
ml; serum glutamic pyruvic transaminase 
(SGPT), 350 mU/ml; serum albumin, 2.3 
gm/100 ml; and serum globulin, 7.8 gm/100 
ml. Tests for lupus erythematosus cells, 
antinuclear factor (ANF), and rheumatoid 
factor were negative. Histologic studies 
performed on a liver biopsy specimen were 
reported as showing active chronic hepati- 
tis. A biopsy specimen taken from one of 
the necrotic skin lesions on the trunk 
showed the presence of capillaritis. 

The patient was initially treated with 60 
mg of orally administered prednisolone 
daily, leading to subsidence of the capillar- 
itis, acneiform eruption, jaundice, and liver 
enlargement with concomitant improve- 
ment in results of the liver function tests. 
However, the serum globulin level re- 
mained persistently elevated. Over the 
next four years the patient’s condition was 
controlled with orally administered predni- 
solone, the daily dose being decreased 
progressively until a maintenance dose of 
7.5 mg/day was instituted. 


In December 1970, large cribriform 
ulcers of pyoderma gangrenosum (PG) 
appeared on the cheeks, thighs, and 
buttocks (Fig 1). There was no evidence of 
any of the disorders associated with PG. 
Barium studies, rheumatoid factor assays, 
and renal function tests gave negative 
findings. Immunoelectrophoresis per- 
formed at this time revealed an increased 
level of IgG and a decreased level of IgA. 
There was no IgM red cell agglomerating 
factor. Treatment of the PG consisted of 
wet compresses with .5% aqueous silver 
nitrate and 80 units of intramuscularly 
administered adrenocorticotrophic hor- 
mone (ACTH) daily, since 20 mg of orally 
administered prednisolone daily alone had 
no effect. The dose of ACTH was gradually 
reduced and eventually discontinued, the 
skin lesions being completely healed by 
March 1972 on a maintenance dose of 7.5 
mg of prednisolone daily. 

In July 1972, the sudden development of 
many new ulcers on the buttocks, thighs, 
shins, elbows, and wrists with concomitant 
toxemia necessitated the patient's read- 
mission to hospital. Further investigation 
at this time disclosed no deterioration in 
the results of liver function tests. Rheuma- 
toid factor was present in the serum, but 
tests for LE cells and ANF were negative. 
However, antibodies to smooth muscle 
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were detected in high titer. Hepatitis- 
associated antibody and antigen were not 


found. The PG lesions again responded to 


an increase in the daily dose of predniso- 


lone to 60 mg daily, which was eventually 


s 


reduced to 15 mg/day (Fig 2). 
. The patient was again readmitted to 
hospita! in June 1973 suffering from a 


recurrence of PG associated with fever, 


anorexia, anemia, and general toxemia. 


. Management again consisted of 60 mg/day 
of prednisolone 


together with orally 
administered ferrous sulfate and zinc 
sulfate and systemically administered an- 
tibioties appropriate to the sensitivities of 
the organisms recovered from the ulcer- 


„ating lesions. In August 1973, the patient 
. complained of persistent backache. Phys- 
ical examination showed a slight angular 


kyphosis together with numerous exten- 
sive ulcerating pyodermatous lesions on 
er buttocks, thighs, shoulders, and legs. 


-Roentgenograms of the spine revealed 
^ osteoporosis and a fracture of the second 
lumbar vertebra. These findings, in the 
absence of a history of trauma, were 


ascribed to the patient's steriod therapy, 
which was thus gradually withdrawn 
during the next four months. Therapy with 
orally administered azathioprine was com- 
menced at a dose of 150 mg/day, and there 
followed a steady resolution of the pyoder- 
matous ulcerated lesions during the next 
five months, leaving paper-thin sears (Fig 
3). 

Simultaneously her backache receded 
and the patient no longer needed her 
walking aid. Slight hepatomegaly per- 
sisted, as did slight elevation of the SGOT 
and SGPT levels. The serum 5-nucleotidase 
level was normal. The hemoglobin level was 
12.0 gm/100 ml, the serum albumin level 
was 3.6 gm/100 ml, and the serum globulin 
level fell to 3.9 gm/100 ml. The antibody 
titer to rubella virus was 1:6,000." | 

Six months later, the patient's eondition 
was controlled by a maintenanee dose of 


|. 745.0 mg/day of azathioprine, calcium sup- 


. plements, and bandages impregnated with 


iodochlorhydroxyquin and hydrocortisone 


(Vioform paste) However, despite com- 


plete healing of all skin lesions and a sense - 


of well-being, the patient was readmitted 
to hospital in January 1975 for repeat 
investigation of her liver function, since 
the serum albumin level was falling and 
the SGOT and SGPT levels were rising 
while she was still receiving a qid 
in dosage that ranged from 75 to 2 5 mg 
daily. However, she suffered a severe 
hematemesis, shown by esophagoscopy and 
barium swallow to be due to bleeding 


esophageal varices. In spite of blood trans- 
.. fusions, vasopressin (Pitressin) infusion, 
cos sand passage of a Sengstaken tube, further 
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episodes of bleeding occurred, and the 
patient finally died from hepatic failure 
and shock. 

Case 2.—AÀ 51-year-old woman was well 
until the age of 32 years, when she devel- 
oped a rheumatoid-like polyarthropathy of 
the finger joints and right wrist. Over the 
years the arthropathy worsened, but the 
swelling and pain were controlled with the 
use of splinting, physiotherapy, analgesics, 
and anti-inflammatory drugs, including 
orally administered corticosteroids. She 
developed jaundice on three occasions, 
twice in 1964 and in 1967. On the two occa- 
sions in 1964, the jaundice was considered 
to be hepatocellular in origin on the basis 
of results of laboratory investigation and a 
liver biopsy specimen. Investigations per- 
formed during her admission to hospital in 
1967 revealed a hemoglobin level of 13.2 


gm/100 ml and an erythrocyte sedimenta- 


tion rate of 24 mm/hr. Biochemical studies 
revealed the following values: serum biliru- 
bin, 10.5 mg/100 ml; alkaline phosphatase, 
22 King-Armstrong units/100 ml; SGPT, 
220 mU/ml; total serum protein, 7.7 gm/ 
100 ml; serum albumin, 3.0 gm/100 ml; and 
serum y-globulin, 4.7 gm/100 ml. Tests for 
LE cells, ANF, and Coombs test were 
negative. Histologie study of a liver biopsy 
specimen was reported as showing lympho- 
cytic infiltration and bile duct proliferation 
in the portal triads, together with an 
increase in fibrous tissue extending from 
the portal triads. A barium swallow did not 
reveal esophageal varices, in spite of the 
fact that she had hepatosplenomegaly 
suggesting portal hypertension. On the 
basis of the patient’s-age, sex, history of 
recurrent episodes of hepatie disease with 
evidence of early cirrhosis, and portal 
hypertension, she was then considered to 
have ACH. Subsequent investigations re- 
vealing a high titer of smooth-muscle anti- 
bodies, renal basement membrane antibod- 
ies, and a weak ANF titer supported this 
diagnosis. Tests for hepatitis-associated 
antigen and antibody proved to be nega- 
tive. The patient was accordingly treated 
with 15 mg of prednisolone four times a 
day initially, the condition eventually 
becoming controlled with 5 mg three times 
a day. 

In 1968, a year following her third attack 
of jaundice, she developed an ulcerating 
lesion with elevated edges on the middle 
portion of her back. Histologic examina- 
tion of biopsy material revealed no evi- 
dence of malignant neoplasia. The lesion 
healed with bland topical therapy in three 
months. During the next two years she 
developed numerous ulcerated lesions on 
the legs and trunk, exhibiting the classical 
appearances of PG. The ulcers were now 
undermined and were surrounded by a 
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reddish-blue border. One leg lesion healed - 
within a week following intralesionally : 
administered triamcinolone; other lesions 
similarly injected did not respond. There 
was no clinical or radiologie evidence of - 
ulcerative colitis or Crohn disease. Subse- _ 


quent laboratory investigations disclosed a — 


negative finding for rheumatoid factor, a 
total serum protein level of 7.2 gm/100 ml, 
serum albumin level of 2.8 gm/100 ml, 


serum globulin level of 44 gm/100 ml 


SGOT level of 100 mU /ml, and SGPT level 


of 50 mU/ml. Protein immunoelectropho- I. 


resis showed a diffuse increase in immu- 
noglobulins: IgG, 2,900 mg/100 ml; IgA, 325 ~ 
mg/100 ml; and IgM, 200 mg/100 ml. The 
uleers eventually healed following increase ki 
of the prednisolone dosage. In January - 
1975, the patient's clinical state deterio- ^ 


rated as rapidly spreading and extensive —— 


lesions of PG developed. Response to 


therapy with higher doses of prednisolone ' dE 
was poor; consequently it was decided to > 
introduce orally administered azathio- ^. 


prine, 100 mg three times daily, together 
with 20 mg of prednisolone three times a 
day. The uleers responded dramatically, 


healing being almost complete within - 
period of two to three months. Regretta- |... 


bly, the azathioprine caused a severe leuko- 


penia that did not respond to lowering of - eb 


the azathioprine dosage, whereupon aza- 
thioprine therapy was stopped. A further 
breakdown of the patient's uleers resulted, 
in spite of a further increase'in her predni- 
solone dosage. 


COMMENT 


Pyoderma gangrenosum (PG) is a 
rare skin disorder, described by Brun- 
sting et al' in 1930 and characterized 
by the development of ulcerations of 
varying sizes on any part of the body, 
with a predilection for the legs. The 
ulcers may originate from pustules or 
inflammatory nodules. Characteristi- 
cally the borders of the ulcers have a 
bluish hue surrounded by a band of 
erythema. The edges of the ulcers are 
undermined and, by extension that 
may be alarmingly rapid, assume a 
cribriform pattern. The diagnosis is 
made on clinical grounds since histo- 
logie findings are nonspecific. The 
diseases with which PG may be asso- 
ciated include ulcerative colitis, * 
Crohn disease," rheumatoid arthri- 
tis,'^'* myeloma," and leukemia, + 


In spite of the proven association of 
ulcerative colitis with active chronic —- 






hepatitis," PG, we believe, has not 
been previously described as coexist- . 





























ing with or complicating ACH. 

Faetors to be considered in the 
etiology of ACH are a genetic predis- 
position to liver disease, an external 
agent, probably the hepatitis B virus, 
and an association with or subsequent 
development of autoimmune phenom- 
ena. In ACH, high titers of antibodies 
to smooth musele, antinuclear anti- 
- bodies, and positive LE cell prepara- 
tions can be demonstrated in many 
cases. Meyer zum Büschenfelde and 
Kóssling'" have demonstrated the 
presence of liver-specific autoantibod- 
ies in 10% of patients with ACH. 
Miller et al,'^ using the observation of 
inhibition of leukocyte migration by a 
lipoprotein antigen extracted from 
human liver to assay cell-mediated 
immunity, demonstrated abnormal in- 
hibition of this migration in 60% of 
patients with ACH. A high frequency 
of cellular immunity to hepatitis B 
surface antigen (HBAg) has been 
found in both HBAg-positive and 
negative cases of ACH, indicating 
previous exposure to the hepatitis B 
virus.'* It has been postulated that in 
HBAg-negative cases, the suppressor 
effect of T cells on B cells is abnormal, 
allowing persistence of an autoim- 
mune reaction that leads to progres- 
sive liver damage in ACH.” In these 
cases the virus is eliminated normally, 
in contradistinction to HBAg-positive 
cases of ACH. Many of the diseases 
with whieh PG may exist, namely 
ulcerative colitis, Crohn disease, and 
rheumatoid arthritis, have an un- 
known cause that may, however, have 
an auto-immune basis, as suggested 
by the presence of hyperglobulinemia, 
organ- and non-organ-specifie anti- 
bodies, alteration in cell-mediated im- 
munity, and response to therapy with 
steroids and  immunosuppressive 
drugs. 21.23 

PG has, therefore, also been consid- 
ered to represent a disorder of 
immunity, since a bacterial cause is 
unproven.'* D’Sluis** demonstrated al- 
tered plasma levels of IgA, IgG, and 
IgM in patients with PG. Cream? 
(1971) reported a patient with PG in 
whom a monoclona! IgM red blood cell 
agglomerating factor could be demon- 
strated. He concluded that this factor 
was not causally related to the skin 
lesions since it had not been detected 
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in other patients, including our own 
case, who had PG. 

Long and Uesu™ noted 
patients suffering from PG the rejec- 
tion of skin autografts and positive 
delayed intradermal responses to in- 
jections of the patient’s washed leuko- 
cytes. The authors concluded that 
these patients had an abnormality of 
humoral or cell-mediated immunity. 
Lazarus et al” described four patients 
with PG, all of whom showed cuta- 
neous anergy. to purified protein de- 
rivative, Candida antigen, mumps 
antigen, streptokinase, and strepto- 
dornase, and postulated an abnor- 
mality of delayed hypersensitivity in 
the etiology of PG. A patient with PG 
was described by Delescluse et al** in 
whom a dermonecrotic factor could be 
demonstrated in the serum together 
with cutaneous anergy to intradermal 
injection of Tuberculin, Trichophytin, 
and Candida antigens. However, in- 
tradermal injection of streptococcal 
antigen on two occasions caused ulcer- 
ation at the sites of injeetion. There 
was also a laek of lymphocyte response 
induced by phytohemagglutinin, fail- 
ure of sensitization to 2,4-dinitrochlor- 
obenzene, and rejection of autogenous 
skin grafts. The authors, therefore, 
infer from these findings that altera- 
tions in cell-mediated immunity are 
implicated in the etiology of PG. 


Despite these published reports of 


alterations of cell-mediated and hu- 
moral immunity in PG, we have been 
unable to find any published. studies 
on T and B lymphocyte populations in 
PG. 

Corticosteroids, with or without 
immunosuppressive drugs such as aza- 
thioprine, have been regarded as the 
treatment of choice in ACH, in view of 
its possible autoimmune basis." ^" A 
trial condueted at the Mayo Clinic" 


revealed that a combination of low- 


dosage prednisolone and azathioprine 


was superior to azathioprine alone or 


to a placebo. This drug combination is 
thought to avoid the serious complica - 
tions of high-dosage steroid therapy 


such as vertebral fractures secondary | 
to osteoporosis, diabetes mellitus, and. 


hypertension. 


Irrespective of the well E 


response of PG to systemically admin- 
istered corticosteroids, the. initial 


in two 


management of the skin lesions in our 


two patients was determined by the 
suecessful suppression of the ACH 
over the years by modest doses of 
prednisolone. In case 1, the develop- 
ment of a vertebral fracture due to 
osteoporosis necessitated steroid 


withdrawal despite previously satis- 


factory responses of the PG to 
increased dosages of ACTH and pred- 
nisolone. The introduction of azathio- 
prine to retain control of the ACH, 
however, provided us with the oppor- 
tunity to observe the effect of this 
drug on the PG lesions. The ulcerating 
skin lesions all healed during the fol- 


‘lowing year "while the patient was 


maintained on 150 to 25 mgs of 
azathioprine daily. This result is not 
perhaps unexpected in view of the 
possible cause of PG. We believe also 
that the use of azathioprine in 


conjunction with steroids was instru- 


mental in producing the dramatic 
improvement in case 2. However, 
owing to leukopenia, the azathioprine 
therapy was stopped, only to be 
followed by a relapse in the patient's 
skin lesions. 

Corley et al reported the failure of 
azathioprine to induce healing of PG 
lesions in a patient with ulcerative 
colitis, whereas Schopf et al" noted 
the rapid resolution of widespread PG 
lesions with the use of azathioprine in 
an elderly woman in whom mercapto- 
purine and steroids had previously 
been ineffective. PG has been success- 
fully treated with azathioprine and 
prednisolone, as in our case 2, in a 
male patient with ulcerative colitis 
whose lesions of PG resisted therapy 
with prednisolone alone and salicyla- 
zosulfapyridine alone.” 

Azathioprine, an immunosuppres- 
sive agent, functions as an antimetab- 
olite by preventing synthesis of 
purine bases in the formation of 
nucleic acids. Mercaptopurine, a 
breakdown metabolite of  azathio- 
prine, has itself been used successfully 
in the control of PG-like lesions in a 
child with acute leukemia.” While 
purine analogues such as azathioprine 
and mercaptopurine have less immu- 


. nosuppressive activity than eyclophos- 


phamide," the fact that they have 
strong anti-inflammatory properties 
is shown by diminution of the inflam- 
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matory infiltrate occurring in re- 
sponse to the injection of foreign 
proteins in rabbits. 

Azathioprine, often in conjunction 
—. with corticosteroids, has been used 
d suecessfully in many disorders impor- 
b tant to the dermatologist, namely 

Wegener granulomatosis,"-* polyar- 
teritis nodosa," systemie lupus ery- 
thematosus,'"" dermatomyositis,” 
psoriasis, ^^ pemphigus,” and 

_ pemphigoid. Complications encoun- 

tered during the use of azathioprine 

include elevation of the serum alkaline 
. phosphatase level, usually reversible 
on cessation of the drug; cholestasis; 
~ leukopenia and 
eratogenic deformities; opportunistie 
acterial and fungal infections; and, 
owing to the fact that it causes 
immune tolerance, an increased evi- 

dence incidence of neoplasia, par- 

ticularly of the  lymphoreticular 

group. . 

Our two patients had pyoderma 
gangrenosum occurring in association 
with active chronic hepatitis, an asso- 
ciation previously unreported. A grat- 
ifying response of the PG lesions fol- 
lowing introduction of azathioprine 
therapy was noted in both patients, 
and it is believed that immunosup- 
pressive agents may be of value in the 
management of PG in which previous 
therapeutic methods, including corti- 

*costeroids, are unsuecessful or have 
been withdrawn owing to the develop- 
ment of serious side effects. Azathio- 
prine, too, has serious toxic effects 
that may necessitate discontinuation 
of the drug. 



















Jeffrey J, Cream, MD, performed the serum 
. analysis for IgM red cell agglomerating factor. 
Erik. Posner, MD, aided in translation. 





Nonproprietary Names 
and Trademarks of Drugs 


Azathioprine—Jmuran. 

Salicylazosulfapyridine—Accueol, Azulfid- 
ine, Rorasul, S.A.S-500, W-T SASP 
Oral. 
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Cutaneous Extramedullary Hematopoiesis . 


Report of a Case 


Tseng-tong Kuo, MD, PhD; John Uhlemann, MD; Edward H. Reinhard, MD 


è An asymptomatic skin nodule in a 
patient with myelofibrosis was shown to 
consist of extramedullary hematopoiesis. 
It was a soft bluish nodule that resembled 
a hemangioma. Microscopically, both ery- 
throid and myeloid cells, but not mega- 
karyocytes, were found. This case demon- 
strates the ability of the skin to recapitu- 
late dermal hematopoiesis seen in a stage 
of human fetal development. 

(Arch Dermatol 112:1302-1303, 1976) 


Ithough extramedullary hemato- 
poiesis occurs in various organs,' 
the skin as a site of this function has 
rarely been mentioned despite reports 
of many large series of patients with 
myelofibrosis.^' Dermal erythropoie- 
sis has been described in neonates 
with “hemorrhagic purpurie erup- 
tions.”* We recently observed a 
patient with myelofibrosis following 
treatment for polyeythemia rubra 
vera who had a skin nodule. A 
specimen obtained by biopsy of the 
lesion revealed extramedullary hema- 
topoiesis. The clinical and histopatho- 
logic appearances of this unusual 
lesion are described. 


REPORT OF A CASE 


. A 66-year-old man developed polycy- 
themia rubra vera in 1963 and was treated 
with radioactive phosphorus and phlebo- 
tomies. À short course of busulfan (Myler- 
an) was also instituted. Hepatosplenomeg- 
aly developed between 1968 and 1973. A 
diagnosis of myelofibrosis was confirmed 
after examination of the bone marrow 
biopsy specimen. A splenectomy was 
performed in 1974 because of progressive 
thrombocytopenia, 

The patient was seen by a dermatologist 
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in November 1974, because of severe 
pruritus on the hips and legs. Treatment 
with topieal steroids was beneficial. In 
February 1975, when he returned for reex- 
amination, a 6-mm, slightly elevated, soft, 
bluish asymptomatie nodule in the right 
midaxillary line (Fig 1) was noted inciden- 
tally. The initial clinical diagnoses consid- 
ered were hemangioma, histiocytoma, and 
lymphocytic infiltration of the skin. Bleed- 
ing was profuse during punch biopsy of the 
lesion. Hematoxylin-eosin and Leder” 
stains were performed on the sections. 


PATHOLOGICAL FINDINGS 


A section of the skin obtained by 
punch biopsy revealed a vascular 
nodule composed of loose myxoid 
(mesenchymal) cells with elongated or 
eurved, pale-staining nuclei in the 
dermis containing a few atrophic 
sweat glands (Fig 2 to 4). A grenz zone 
separating the nodule from the over- 
lying epidermis was seen. Higher 
magnification revealed small clusters 
of cells with dark, round, pyknotie 
nuclei characteristic of foci of erythro- 
poiesis (Fig 3). These cells had a rim of 
glassy eosinophilic cytoplasm charac- 
teristic of nucleated red blood cells. In 
addition, individual nucleated red 
blood cells were scattered among the 
mesenchymal cells. Myelocytes in var- 
ious stages of maturation clearly 
demonstrated by Leder stain (Fig 4) 
were present diffusely throughout the 
lesion. Examination of multiple sec- 


Fig 1.—Hemangioma-like skin nodule. 


eso 


tions failed to reveal megakaryocytes. 
The vessels showed prominent endo- 
thelial cells. The lesion was not asso- 
ciated with bone formation. 

A biopsy specimen of the bone 
marrow demonstrated fibrosis with 
inereased reticulin fibers. The spleen 
weighed 3,250 gm and showed extra- 
medullary hematopoiesis. A splenic 
hilar lymph node exhibited similar 
findings. Megakaryocytes were incon- 
spicuous in the spleen and lymph 
node. 


COMMENT 


Hematopoiesis occurs in the skin of 
human embryos when they are 8 em 
long and disappears when the fetus 
becomes 45 to 50 em long (erown to 
heel): The clinical circumstances nec- 
essary to recall this potential are not 
at all clear. Presumably, the skin 


Fig 2.—Punch biopsy specimen shows 
myxoid stroma, abundant vessels, residual 
sweat glands, and grenz zone separating 
nodule from epidermis  (hematoxylin- 
eosin, x 40). 
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Fig 3.—Higher magnification reveals cluster of nucleated red blood cells (lower right, 
arrows), larger granulocytic cells (center), atrophic sweat gland (bottom), and myxoid 
mesenchymal cells with elongated nuclei (hematoxylin-eosin, original magnification 


x 550). 





Fig 4.—Chloracetate esterase stain reveals cells of granulocytic series that contain red 
cytoplasmic granules. Note absence of granules in nucleated red blood cell (arrows) 
(Leder stain, original magnification x 550). 


retains its potential to develop hema- 
topoiesis in postnatal life as illus- 
trated by our patient and others.'^^ 
Brough et al attributed neonatal 
dermal erythropoiesis to intrauterine 
viral infection. Cutaneous hemato- 
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poiesis in our patient was related to 
myelofibrosis. 

The cause of the rarity of cutaneous 
hematopoiesis is not clear. Polliack 
and Rosenmann, in their study of 
extramedullary hematopoiesis in 
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cranial dura mater, speculated that 
hematopoiesis in unusual sites might 
be due to removal of the spleen. 
Although our patient did have a sple- 
nectomy, this was not reported in 
other cases. Dermal hematopoiesis 
in other patients with myelofibrosis 
might have been overlooked. The skin 
nodule in our patient was noticed only 
incidentally. A careful search for 
hemangioma-like nodules in other 
patients with myelofibrosis might 
reveal additional examples. 

Cases reported by Hickling* and 
Pitcock et al^ showed only myeloid 
elements. In the newborn reported by 
Brough et al; only erythroid cells 
were present. In our case, both types 
of cells were present, but megakaryo- 
cytes were not seen. The latter were 
sparse in the bone marrow, spleen, 
and lymph nodes. Microscopical find- 
ings were not reported in the cases of 
Ward and Block' and Glew et al. 
Whether megakaryocytes can also 
occur in the skin remains to be demon- 
strated. 


This study was supported by Public Health 
Service grant 5 T01 CA05202-08 and Dermatol- 
ogy Training grant AM-05611. Walter C. Bauer, 
MD, provided valuable suggestions. 
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Successful Zine Therapy 






Acrodermatitis Enteropathica 


William S. Lynch, MD, Henry H. Roenigk, Jr, MD 


è Acrodermatitis enteropathica (AE) is 
a familial syndrome with a high incidence 
of morbidity and mortality. The pathogen- 
esis is unknown. Dilodohydroxyquin and 
related preparations have been the main- 
stay of treatment for the past 20 years. 
Recent evidence indicates that zinc thera- 
py given orally may be the most effective 
treatment. We will describe the case of a 
21-year-old woman who had had AE since 
she was 3 months old. Successful results 
were obtained with zinc therapy alone. | 

(Arch Dermatol 112:1304-1307, 1976) 


JA enteropathica (AE), 
a disease named by Danbolt and 
Closs' in 1942, is a rare, familial 
disorder. Classically, it is character- 
ized by an erythematous and vesico- 
bullous dermatitis involving the ex- 


. tremities and periorificial areas, by 


alopecia, and by gastrointestinal mal- 
function, mainly diarrhea. Before 
Danbolt and Closs identified it as a 
specific entity, the most common mis- 
diagnoses of the condition included 
atypical epidermolysis bullosa and 
generalized moniliasis. The onset of 
the disease is in infancy, invariably 
before the age of 18 months. Often, 
the initial manifestations coincide 
with weaning. The usual course of the 
disease is one of intermittent exacer- 
bations, with an increase in severity, 
frequently eventuating in death 
caused by intercurrent infeetion. 
Various theories as to the cause of 
AE have been proposed. Hansson’ 
postulated that there may be an 
abnormality in tryptophan metabo- 
lism. Experience had shown that cow's 
milk exacerbated the disease and that 
partial remissions could be induced 
with human milk. Cow’s milk contains 
three times as much tryptophan as 
human milk; it was theorized that a 
toxic metabolic product was formed 
through an abnormal enzyme function 
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in the metabolism of tryptophan. Cash 
and Berger’ postulated that the cause 
might be a defect in the interconver- 
sion of ‘essential fatty acids. White 
and Montalvo? also found evidence 
suggesting an abnormality in the in- 
terconversion of unsaturated fatty 
acids. Robertson et al^ suggested a 
possible defieieney of kynurenie hy- 
droxylase, an enzyme involved in 
tryptophan metabolism. However, 
clinieal flares of the condition could 
not be induced by tryptophan loading. 
Neldner et al’ have performed exten- 
sive metabolie studies on a 21-year-old 
woman with AE in an effort to eluci- 
date the pathophysiologie features of 
the disorder. They believe that there 
is an abnormality in the complex path- 
ways of fatty acid metabolism, but the 
exact site remains undefined. How- 
ever, it is interesting that their 
studies did imply that tryptophan 
metabolism is normal in AE. 

An infectious origin has been postu- 
lated. Candida albicans is commonly 
cultured in this disease; however, its 
presence is probably secondary rather 
than causative. Moynahan* has ad- 
vanced an interesting theory that a 
toxic factor, an oligopeptide, accumu- 
lates in the gastrointestinal tract of 
patients with AE, secondary to a de- 
fective enzyme, an oligopeptidase. 
Hypothetically, the toxic agent would 
be absorbed and would effect the 
various signs of the disease. 

Treatment of this almost uniformly 
fatal condition was mainly supportive 
until 1953, when diiodohydroxyquin 
was first used.” Although this empir- 
ical treatment undoubtedly was life- 
saving in many instances, prolonged 
complete remissions were rare. The 
mechanism of action of the quinoline 
preparations in AE remains unknown. 
In 1966, Berggren and Hansson" first 
called attention to the possibility of 
optie atrophy as a complieation result- 
ing from long-term use of these prep- 
arations. 

Recently, clinical evidence has been 
accumulating that zine therapy given 


orally is beneficial in AE’; similar 





findings have been noted by B. 
Michel, MD (oral communication, Feb- 
ruary 1975). We will describe an addi- 
tional case of suecessful therapy with 
zinc. 
REPORT OF A CASE 

The patient is now a 21-year-old woman. 
She was the product of an uncomplicated, 
full-term pregnancy and a normal vaginal 
delivery. Birth weight was 3,089 gm. When 
she was 3 months old, an erythematous, 
vesicobullous eruption appeared on her 
face, neck, perineum, knees, buttocks, 
fingers, and toes. This was accompanied by 
frequent yellow, watery stools. The pre- 
sumptive diagnosis was AE. When she was 
3'@ months old, diiodohydroxyquin, in a 
dosage of 70 mg three times a day, was 
preseribed. This preparation has been 
administered in varying doses constantly 
since that time. Transient improvement in 
her condition was noted. Various systemic 
antibioties and. topical preparations were 
added during exacerbations, in an attempt 
to control the process. Hair growth was 
sparse until she was 5 years old. 

Between the ages of 5 and 7, the patient 


was given "dandelion brew" on a daily 


basis; diiodohydroxyquin therapy was con- 
tinued during this period. Curiously, the 
entire condition improved considerably 
(Fig 1 and 2). When she was 7 years old, the 
dandelion preparation was discontinued, 
and the patient began receiving diiodohy- 
droxyquin alone. For approximately two 
years, there were relatively mild flares of 
her condition; however, since she was 9, 
frequent, severe exacerbations have been 
the rule. Again, diiodohydroxyquin treat- 
ment was continued on a regular basis. 
Other treatments consisted of various 
soaks, topically applied and systemically 
administered nystatin, immune human 
serum globulin injections, and desensitiza- 
tion to various bacteria. No therapy 
seemed to cheek the inexorable cyclic 
nature of the disease process. 

Pertinent medical history includes fre- 
quent attacks of asthmatic bronchitis as a 
child, but none since she was 9 years old. 
Between the ages of 7 and 9, the patient 
had four grand mal seizures. She report- 
edly had an abnormal electroencephalo- 
gram, and phenytoin and primidone were 
prescribed, In recent years, she has 
received small doses of primidone alone. No 


seizure activity has been noted since she 


was 9 years old. When the patient was 15 
years old, petechiae developed on her legs. 
She was hospitalized for a complete assess- 
ment of her condition; the diagnosis at that 
time was idiopathic thrombocytopenic pur- 
pura. A two-week course of prednisone was 
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Fig 1.—Patient, aged 5 years, receiving 
diiodohydroxyquin alone. 


given; then, a splenectomy was performed. 
There has been no recurrence of the condi- 
tion since that time. 

Family history is pertinent in that a 
younger brother had AE (Fig 3). He died of 
"an intereurrent infection when he was 6 
months old. The parents are in good health. 
One other sibling was delivered stillborn 
after seven months gestation. It was 
believed that the mother had polyhydram- 
nios. 

The patient was admitted to the Cleve- 
land Clinic Hospital in September 1974 for 
reassessment of her condition. She had not 
been taking diiodohydroxyquin for approx- 
imately two months because of the reports 
of possible optie atrophy. Recently, dosage 
had been 4.0 to 6.0 gm/day. On admission, 
she had erythematous, erosive areas on 
both knees, on both feet, and in the peri- 
neal area (Fig 4). 

Laboratory tests disclosed the following 
values: hemoglobin, 11.0 gm/100 ml; hema- 
toerit reading, 36.7%; white blood cell 
(WBC) count, 4,400/cu mm, with 31% seg- 
mented cells, 5% eosinophils, 2% basophils, 
55% lymphocytes, and 7% monocytes. 
Immunoglobulin analysis showed an ele- 
vated IgG level of 1,750 (normal, 
1,380 + 255); the IgA and IgM levels were 
within normal limits. The serum zinc level 
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Fig 2.—Patient, aged 7 years, receiving 
diiodohydroxyquin and "dandelion 
brew." 


was 10u¢/100 ml (normal, more than 60ug/ 
100 ml). The serum copper level was nor- 
mal. A blood chemistry study using an 
automated multiple analvsis system was 
normal, except for a decreased serum 
alkaline phosphatase level of 3 milliunits/ 
ml (normal, 35 to 85 milliunits/ml). Blood 
urea nitrogen, serum creatinine, and serum 
electrolyte levels were normal. An electro- 
cardiogram and chest x-ray films were also 
normal. Findings from a neurological 
examination, including an EEG, were nor- 
mal. The results of an ophthalmological 
examination were within normal limits. 

A skin biopsy specimen from an involved 
area on the knee was examined by direct 
immunofluorescence only; it showed no 
IgG, IgA, IgM, C3, or fibrinogen. A small 
bowel biopsy was done, and the specimen 
showed no important change. 

The patient was given zinc sulfate (220 
mg) capsules. She was instructed to take 
two capsules on odd days and one on even 
days. Within the first week, her skin 
lesions began to clear; by early November, 
after six weeks of zinc therapy, they were 
almost completely clear (Fig 5). The pa- 
tient was able to discontinue oral and 
topical nystatin therapy. The zinc sulfate 
dosage was decreased to 220 mg (50 mg of 
zinc) daily. A subsequent serum zinc level 








Fig 3.—Patient's brother, aged 4 months, 
with acrodermatitis enteropathica. 


was 83ug/100 ml (normal, more than 60ug / 
100 ml). Laboratory tests after the attain- 
ment of normal serum zinc levels disclosed 
the following values: hemoglobin, 13.0 gm/ 
100 ml; hematocrit reading, 40.2%; WBC 
count, 4,800/cu mm, with 67% segmented 
cells, 2% eosinophils, 25% lymphocytes, and 
6% monocytes. A blood chemistry study 
with an automated multiple analysis 
system was normal, except for a serum 
alkaline phosphatase level of 33 milliunits/ 
ml (normal, 35 to 85 milliunits/ml). Blood 
urea nitrogen, serum creatinine, serum 
electrolyte, serum copper, quantitative im- 
munoglobulins, and peripheral T and B cell 
levels were all within normal limits. The. 
patient has remained essentially clear of 
skin lesions for more than six months since 
the start of zinc sulfate therapy. 


COMMENT 


The possibility of zinc supplementa- 
tion being beneficial in AE was first 
suggested by Barnes and Moynahan 
in 1973." The patient described was 
an infant with AE and with a disac- 
charide intolerance, who was being 
treated with diiodohydroxyquin and a 
synthetic diet. It was found that the 
diet was deficient in zine and that 
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Fig 4.—Knees (at left) and feet (at right) of patient, aged 21 years, when she had not received diiodohydroxyquin for two months. 





Fig 5.—Knees (at left) and feet (at right) of patient, aged 21 


plasma zinc levels were low. One 
month after zinc supplementation was 
initiated, the skin lesions were com- 
pletely healed. 

Since the initial case, Moynahan has 
used zinc therapy to treat another ten 
patients with AE; all are showing con- 
siderable improvement." Thyresson'' 
recently described a 20-year-old man 
with AE whose disease had been 
partially controlled with quinoline 
preparations since he was 1%% years 
old. Serum zinc levels were low, and 
the patient was given a dosage of 45 
mg of elemental zinc three times a 
day. Within one week, the skin lesions 
began to heal, and the diarrhea 
ceased. Three weeks after initiation of 
therapy, new hair growth was noted. 
Follow-up serum zinc determinations 
were in the normal range. 

Portnoy and Molokhia" have re- 
ported their experience with zinc 
therapy for a 15-vear-old girl with AE. 
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Their patient was one of a small 
percentage of patients that have AE 
without diarrhea. The patient's dis- 
ease had been relatively well con- 
trolled with increasing doses of diio- 
dohydroxyquin practically all her life; 
she also had low serum zinc levels. 
After the serum zinc levels had re- 
turned to normal with systemic ther- 
apy, the patient's skin lesions cleared 
and her hair became of normal consis- 
tency. 

Michaélsson'* reported a case of an 
18-year-old boy with AE who had been 
treated with quinoline preparations 
since he was 21 months old. His condi- 
tion was complicated by hypertension, 
proteinuria, and decreased renal func- 
tion. Before the institution of zinc 
sulfate therapy, it was determined 
that the patient had impaired color 
vision, probably as a result of quino- 
line therapy. The patient's skin condi- 
tion responded dramatically as the 


years, after six weeks of zinc sulfate therapy. 


serum zinc levels returned to normale 
The impaired color vision was recti- 
fied, and the renal function tests 
returned toward the normal range. 
In this country, the 21-year-old 
patient with AE described by Neldner 
et al’ attained a complete remission 
after six weeks of zinc therapy. Since 
this initial case, Neldner et al" have 
reported a total of three cases of 
patients with AE who improved with 
oral zinc therapy. Relapse of the 
condition was reported to be asso- 
ciated with low serum zinc levels. 
Urinary zine excretion was also low 
after discontinuance of the zinc sup- 
plementation. In addition, the serum 
level of a zinc metalloenzyme, alkaline 
phosphatase, was low during an exa- 
cerbation, but it returned to normal 
when zinc therapy was resumed. Neld- 
ner et al indicated that the basic 
pathological defect probably was one 
of abnormal gastrointestinal tract 
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absorption. As mentioned, B. Michel, 
MD, has also demonstrated success 
with zinc therapy in the cases of three 
young patients with AE (oral commu- 
nication, February 1975). 
As in the cases of the patients of 
Thyresson," of Portnoy and Molok- 
 hia,'* of Michaélsson,'* and of Neldner 
et al," our patient's condition has been 
controlled for years by a regimen of 
diiodohydroxyquin (or, in the case of 
the other patients, of diiodohydroxy- 
quin or related preparations) Al- 
though this therapy undoubtedly con- 
trolled the disease, and very well may 















— have been lifesaving, our patient was 


subject to flares of her disease. Her 
history is interesting in that impor- 
tant coincidental medical problems 
(specifically, ^ asthma, idiopathic 
thrombocytopenic purpura, and seiz- 





^ ure disorder) have complicated her 


condition. A curious finding is that 


dandelion brew in addition to diiodo- 
hydroxyquin. It is known that the iron 
content of dandelions is high and that 
the zine concentration in them nor- 
mally parallels that of iron. Although 
dandelions are known to be sources of 
other nutrients, it is interesting to 
speculate that the patient's remission 
may have been induced by the dietary 
supplementation of zine provided in 
.the dandelions. Since the diiodohy- 
 droxyquin therapy was discontinued, 
the patient's only medication has been 
the daily regimen of 220 mg of zinc 
sulfate; as a result, her skin has been 
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clear for six months. She has been able 
to discontinue the use of nystatin 
preparations and seizure medications 
without recurrence of pertinent signs 
and symptoms. In short, she has been 
able to enjoy a normal, active life for 
the first time in her 21 years. 

Às the reports of the dramatie 
response to zinc therapy are now 
being accumulated from all countries, 
it seems obvious that at least a rela- 
tive deficiency in metabolically avail- 
able zinc has a vital role in the patho- 
physiologic process of AE. Zine is an 
essential trace element that is in- 
volved in numerous physiological proc- 


esses, This element is known to be a 


part of enzyme systems, such as those 
of carbonic anhydrase and alkaline 
phosphatase, and it appears to be 
necessary for normal protein and 
nucleic acid synthesis.'* Its benefits in 
wound-healing have also been 
stressed.” From animal and plant 
experiments, it appears that zine is 
necessary for growth and maturation. 
In 1955, Tucker and Salmon? de- 
seribed a reproducible zinc-deficieney 
syndrome in the pig, which they 
termed “parakeratosis.” Curiously, 
the syndrome included diarrhea, vom- 
iting, weight loss, and a dermatitis 
that seemed most severe on the snout, 
buttocks, and extremities. In 1958, 
O'Dell et al? reported on experiments 
involving zinc restriction in chickens. 
À zinc deficieney resulted in poor 
growth, failure of feather develop- 
ment, weakness, rapid respirations, 
and a skin condition characterized 
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by hyperkeratinization, particularly 
around the beak and feet. This process 
seemed to involve the feather follicle 
and resulted in abnormal feather de- 
velopment. In both the experiments, a 
large amount of calcium in the diet 
seemed to accentuate the signs of zine 
deficiency. Michaélsson'* has made 
the interesting observation that, — 

among many variances, cow's milk _ 
contains approximately three times as _ 
much calcium as human milk. Wheth- `- 
er this plays a role in the onset of the - 
manifestation of the disease in genet- - 
ically susceptible persons remains un- 
clear. E 

Zinc deficiency resulting in a type 
of hypogonadal dwarfism in man has ` 
been reported in Iran and Egypt. 
With dietary zine supplementation, . 
the rate of sexual development and |... 
growth improved.” Zine is present in . == 
large amounts in hair, skin, nails, © 
liver, and testes. The daily require- 
ment for zine recently has been estab- 
lished at 0.3 to 0.6 mg of body 
weight. To date, there is no proof 
that a dietary zine deficiency exists in 
the United States. 

The mechanism of zinc’s action in 
maintaining the integrity of the skin 
in general, and particularly in AE, 
remains an enigma. However, the dra- 
matic effect in a heretofore devas- 
tating genodermatosis cannot be de- 
nied. Undoubtedly, renewed interest 
in this subject has been stimulated, 
and we hope that this interest will 
result in a clearer understanding of 
the role of zine in health and disease. 
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 orrheie dermatitis. The Nikolsky sign 
-was present. A skin biopsy specimen 

. (Figure) showed a cleft in the mid- 
zone of the epidermis. Direct immuno- 
fluorescence of the skin at the edge of 
_a bulla showed intercellular deposition 

^. of IgG and complement throughout 
<- the whole width of the viable epider- 
mis. There was no linear band at the 
basement membrane zone. Indirect 
immunofluorescenee of the patient's 
serum, using guinea-pig esophagus as 

a substrate, showed epidermal inter- 
cellular deposition of IgG at a titer of 

















bu lae appeared, and over the follow- 
ig six weeks, the pemphigus eruption 
resolved. Both direct and indirect 


E ie pemphigus. and showed negative 
: results. At no time 
. therapy given. 


a COMMENT | 
E i < Generalized morphea is a rare con- 
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2, Penicillamine: More lessons. from expe- 
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.. X80. The patient continued to develop — 
bullae until April 1975, when the peni- . 
cillamine therapy was discontinued. . 

After stopping the drug, no new ` 


immunofluorescence studies were re- | 
two months after resolution of 


was steroid | 


dition in which there is widespread 
sclerosis of the skin, unassociated with 
systemie involvement. The histolog- 
ical and immunofluorescent findings 
of the bullous eruption confirmed a 
clinical diagnosis of pemphigus, which 
had developed four months after be- 
ginning therapy with penicillamine. 
The association of these two rare 
disorders could be fortuitous or there 
could be a common pathogenetic 
mechanism. The latter seems unlikely 
as the association has not previously 
been noted. The natural history of the 
bullous eruption suggests 


induced by penicillamine. | 
Penicillamine is a sulfur-containing 
amino aeid and has been employed as 


a therapeutic agent for nearly 20 
years. During the last few years, it 


"has been used increasingly in the 


treatment of rheumatoid arthritis and 
scleroderma.' Many side effects have 
been reported. The common skin 
reactions are erythema and urticaria, 
but more unusual eruptions have been 


reported, including epidermolysis bul- 
. losa? and generalized dryness and 
scaling of the skin.' Recently, Hewitt 
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it was 


puc JAMA 199/761, 1967, 


et al’ reported nine cases of pemph 
gus occurring in patients receiving 
penicillamine for the treatment 0! 
rheumatoid arthritis. ns 
Our patient had RR. ‘ant 
bodies directed against the intercel 
lular region of the epidermis. It is. 
possible that penicillamine rendered. 
some component of the intercellular 
region of the epidermis antigenic 
leading to autoantibody formation 
The disappearance of the eru 
following the withdrawal of pe 
lamine and the negative immun 
fluorescence findings after 








resolution oum support this i 
tion. 


-It is also possible that the pe 
gus was precipitated. by penie la 
in somebody who had a pe phigus 
diathesis. ee ae ORS 


E Waddington, MD, allow ed us to study t 
patient. 


Nonproprietary Name 
and Trademark of Drug 


Penicillamine-Cuprimine, 







.5. Hewitt J, Benveniste M, Lessana-Leibo-  — 
S M: Pemphigus induced by D-Penicillamine: /.- 
An "experimental pemphigus.” Br J Dermatol - 
93(suppl 11):12, 1975. | 
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Acquired Generalized Anhidrosis 


Takuo Tsuji, MD, PhD, Tetsuo Yamamoto, MD 


€ A patient developed generalized anhi- 
drosis, probably following sunstroke. 
Light microscopy showed an atrophic, 
deeply lobulated or elongated configura- 
tion of the eccrine sweat glands, most of 
them containing many vacuoles that 
possessed strong acid phosphatase activ- 
ity. Electron microscopy revealed that the 
vacuoles were bound by a unit membrane 
and that the contents varied. Fusion of the 
vacuoles and accumulation of cellular 
debris in the lumen were also seen. It was 
concluded that the vacuoles showed 
areas of autolysis and were classified in 
the group of lysosomes. in addition, it is 
postulated that the anhidrosis resuited 
from a critical rise in body temperature 
with subsequent changes in the secretory 
celis. 

(Arch Dermatol 112:1310-1314, 1976) 


eo anhidrosis is rare, but 
it is noteworthy because it indi- 
cates the lack of a crucial physiological 
defense against thermal stress. Many 
. different conditions may give rise to 
generalized anhidrosis, the majority 
of eases probably being due to congen- 
ital eetodermal dysplasia. Acquired 
generalized anhidrosis is rarer, and it 
appears that anhidrosis following sun- 
stroke has not been reported before, 
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although  hemianhidrosis following 
heat stroke! and generalized anhi- 
drosis following exposure to radiant 
heat? have been described. We report 
a unique case of generalized anhi- 
drosis that probably followed sun- 
stroke and showed very characteristic 
changes in the eecrine sweat gland. 


REPORT OF A CASE 


An 18-year-old boy was admitted to the 
hospital on Oet 8, 1970 with the complaint 
that he had not perspired for six years, 
except on the forehead, nape of the neck, 
and axillary fossae. He stated that in 
August 1965, when hiking, he suddenly felt 
hot and lost consciousness. Later, he 
noticed that he eould not perspire, and 
when working in the summer, especially 
outdoors in the sun, a high fever, nausea, 
SFCALMIPRRn SEE and aud Pp iren At 


ide in ihe. summer. Since then ke dias 


been careful to avoid hot environments, 
and in the summer has sprinkled his skin 
with water to prevent further attacks. 

No other member of his family has 
suffered similar attacks. He is a monozy- 
gotie twin whose brother died in the 
summer at the age of one year with a high 
fever of unknown cause. One of his three 
brothers lacks terminal hairs in the axillae, 
but no other abnormality was found. 

The patient had not suffered from any 
dermatosis. He had not used antiperspi- 


rants^' or medicated soap,’ which might 


produce atrophy of the sweat gland or 
keratinous plugging of the sweat duet, 
respectively. 

Physieal examination revealed a thin, 
but well-nourished, afebrile boy. The skin 


was normal in appearance except for the 
laek of terminal hairs in the axillae. No 
abnormality of the nails, teeth, or nasal 
bridge was present. Results of laboratory 
studies were within normal limits, except 
for the sweat response. A sweating test 
was performed with a subeutaneous injec- 
tion of 1.0 ml of 1% pilocarpine at room 
temperature (25 C). Ten minutes after the 
injection, severe laerimation and salivation 
were recorded with miosis, palpitation, and 
tachycardia (110 beats per minute) The 
skin was flushed, but dry; only a few dots 
of sweat were detected on the forehead, 
and slight wetness was noted on the preau- 
ricular regions; the nape of the neck, and in 
the axillae. : 
.. Histological and 
Histochemical Study 
With the patient under local anes- 


thesia, biopsy specimens were taken 


from the retroauricular region (com- 
pletely anhidrotic area), and the nape 
and axillary fossa (hypohidrotie ar- 
eas). Sections were stained with 
hematoxylin-eosin, PAS, Sudan III 
and Alcian blue. In addition, acid 
phosphatase activity was studied with 
a modified procedure of Barka and 
Anderson” (simultaneous coupling azo 


dye method | using substituted naph- a 


thol s). 
" Seetions” of these | three biopsy 
specimens revealed no abnormalities 


- except. for the eccrine sweat gland.. 


Even in the. completely anhidrotic — 


areas, the eccrine duet was normalin ^ 
app ann PON ed no merat 


Tu rct" & Yamamoto, | 





Fig 1.—Eccrine glands showing atrophic, deeply lobulated, or elongated configuration (hematoxylin-eosin, 
original magnification » 100). 


Fig 2.—Low-power view of eccrine gland. Gland contains two types of cells; secretory cells (S) filled with 
many vacuoles, and myoepithelial cells (M) with normal appearance; IC, intercellular canaliculi; L, main 
lumen (original magnification » 6000). 








Fig 3.—Vacuoles are bound by unit membrane and contain various contents including granular, 
vesicular, and lamellar substances. Some vacuoles show fusion with each other. Remainder of 
cytoplasm contains amounts of glycogen granules (G); IS, intercellular space (original magnifica- 
tion x 20,000). 


Fig 4.—Intercellular canaliculus (IC) and portions of some secretory cells around it are seen. Intercellular canaliculus filled with 
granular substance and some other structures, while most vacuoles (V) of secretory cells are empty (original magnification 
x 12,000). 
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Fig 5.—Portion of relatively healthy cell. Few membrane-bound bodies 
containing numerous vesicles (B), and some vacuoles filled with granular 
substance (V) are seen; L, lipid droplet (original magnification Xx 18,000). 


were atrophic, deeply lobulated, or 
elongated in configuration, although 
they were not reduced in number in 
any specimen (Fig 1). The lumen of 
the gland was mainly very narrow or 
closed, and was partly filled with 
amorphous or granular casts. There 
were no abnormalities in the myoepi- 
thelial cells and hyaline membrane. 
The secretory cells of the gland 
showed a multivacuolated cytoplasm 
and an indented nucleus, resembling 
sebaceous gland cells. Some cells 
contained larger vacuoles that seemed 
to occur as a result of the fusion of 
many vacuoles. These secretory cells 
did not stain with PAS, Sudan III, or 
Alcian blue, but showed an acid phos- 
phatase activity higher than normal. 


Electron Microscopical Study 


Specimens were taken from the 
shoulder (completely anhidrotic area) 
and axillary fossa (hypohidrotic area). 
The specimens were fixed with 1% 
osmium tetroxide buffered with 0.2M 
phosphate (pH 7.4) for two hours and 
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then dehydrated by graded ethyl 
alcohol and embedded in Epon 812 
according to the method of Luft. 
These specimens were cut with an 
ultramicrotome and stained with ura- 
nyl acetate for one hour, followed by 
immersion for ten minutes in Rey- 
nolds lead citrate. They were exam- 
ined with an electron microscope. 
Two types of cells were observed 
within the secretory coil—myoepithe- 
lial cells and secretory cells (Fig 2). 
The myoepithelial cells lay on the 
basal lamina and were normal in 
appearance. The secretory cells rested 
either directly on the basal lamina or 
on the myoepithelial pavement and 
bordered on the main lumen of the 
gland. The cytoplasm of most of the 
secretory cells was filled with abun- 
dant membrane-bound vacuoles that 
were round, oval, or irregular in shape 
and .33y to 2u in diameter (Fig 2 to 4). 
Some of the vacuoles were empty, but 
others contained granular or reticular 
substances, vesicles of various sizes 
(measuring up to 0.34) and densities, 
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and lamellar substances (Fig 3 and 4). 
Due to the extensive accumulation of 
these vacuoles, the remainder of the 
cytoplasm appeared compressed, with 
resultant loss of an organized pattern. 
Some regions showed fusion of two or 
more vacuoles with disappearance of 
their limiting membranes (Fig 3 and 
4) The compressed cytoplasm con- 
tained occasional small mitochondria, 
tiny smooth- and rough-surfaced en- 
doplasmic reticula, free ribosomes, 
and a considerable amount of gly- 
cogen granules. The nuclear border 
revealed an irregular indentation (Fig 
2). 

Sometimes, less affected cells were 
seen. These cells contained several 
membrane-bound bodies similar to the 
previously mentioned vacuoles in size 
and shape (Fig 5). The content of the 
bodies consisted mainly of numerous 
vesicles of various sizes and densities. 
Glycogen granules, long rod-like mito- 
chondria, rough-surfaced endoplasmic 
reticula close to the mitochondria, and 
lipid droplets were also prominent. 
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The nuclear border was relatively 
smooth. The plasma membrane of the 
secretory cells formed irregular vil- 
lous projections at the basal and 
. lateral surfaces. The widened intercel- 
lular spaces, the intercellular canalic- 
. uli and the main lumen were observed 
“and some of them contained various 
structures similar to the contents of 
: the vacuoles or bodies and vacuoles 
themselves (Fig 4). However, a series 
of desmosomes and a zonula occludens 
were intact. | 









COMMENT 


Physiological and pharmacological 
tests and light and electron microscop- 
ical studies demonstrated that gener- 
alized anhidrosis occurred in this 
patient due to changes in the eccrine 
sweat gland. The predominant 

. changes in the gland were multivacuo- 
. lation of most of the secretory cells, 
' recognized as the accumulation of 

 membrane-bound vacuoles with var- 

-. ious contents in the cytoplasm. The 

ooo mechanism of vacuolar formation is 

. not clear. However, it is assumed that 

the small vesicles surrounded by a unit 
membrane as seen in relatively 
healthy cells are an early stage and 
the large empty vacuoles, a terminal 
stage. There are various intermediate 
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stages. It seems possible that the 
vacuoles show areas of autolysis that 
have been encapsulated by a mem- 
brane. Demonstration of stronger acid 
phosphatase activity in the vacuole- 
containing secretory cells suggests 
that the vacuoles are classified in the 
group of lysosomes. 

In general, there are two types of 
secretory cells in the normal eccrine 
sweat gland—dark cells and clear cells. 
However, the secretory cells in the 
present case are of one cell type and 
are considered to belong to clear cells 
because of the existence of a large 
amount of glycogen granules and the 
lack of secretory granules. It has been 
reported that dark cells arise from 
clear cells.‘ The lack of dark cells may 
indicate that disturbance of the 
differentiation process of clear cell to 
dark cell may be associated in anhi- 
drosis. 

It is very difficult to determine 
from morphological changes in the 
gland whether the anhidrosis is con- 
genital or acquired, although the clin- 
ical history of the patient suggests 
that this ease is acquired. In the 
present case, the anhidrosis appears to 
have been caused by sunstroke and to 
be permanent; areas of the body not 
directly exposed to sunlight were also 
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announcing Bl oo 


BETADINE 


microbicidal bath 











concentrate 


to disinfect bath water 


before anc 


Effectiveness of disinfection demonstrated 


in test studies 

Cultures of bath water were taken at specified inter- 
vals in 36 cases* before and during the immersion of a 
test subject. Bath water was recultured after adding 
BETADINE Microbicidal Bath Concentrate, and after the 
removal of the test subject. 

Little contamination of bath water was seen prior to 
subject's immersion. High degree of contamination of bath 
water occurred one minute after subject's immersion 
(without use of BETADINE Microbicidal Bath Concentrate) 
regardless of the condition of the subject. No contamina- 
tion of bath water could be seen in virtually all cases two 
minutes after the addition of BETADINE Microbicidal Bath 
Concentrate, while the subject remained in the tub and 
after subject's removal. 

Test subjects in these studies presented various 
diagnoses, including psoriasis, neurodermatitis, bullous 
. ‘pemphigoid, stasis ulcers, contact dermatitis, burns, 
decubitus ulcers, diabetic gangrene, osteoarthritis, and 
"hand fracture. 













Wide area of use 

BETADINE Microbicidal Bath Concentrate may be 
particularly useful in the disinfection of bath water when- 
ever bathtub use is desired, as in hospitals, where persons 
suffering from bacterial and mycotic skin infections could 
contaminate the water. It can be used to help prevent 
contamination of bath water used by persons who are 
debilitated either through age, disease, or both, and 
who (due to their condition) are most often recommended 
baths rather than showers. It may be used to disinfect 
bath water before and during bathing of persons to avoid 
bacterial contamination of water in the bath. 
*Data on file, Medical Department, The Purdue Frederick Company. 
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Acne illustrated by artist. 


VECTRIN Capsules, 100 mg 
(minocycline HCI capsules, USP) 
Brief Summary of Prescribing Information 


Indicated in severe acne as adjunctive therapy. Consult 
package insert for complete prescribing information. 


Contraindication: Hypersénsitivity to any tetracycline. 


Warnings: When need for intensive treatment outweighs 
potential dangers, perform renal and liver function tests 
before and during therapy; also follow serum concentra- 
tions. In renal impairment, usual doses may lead to 
excessive accumulation and liver toxicity. Under such 
conditions, use lower total doses, and, in prolonged 
therapy, determine serum levels. The use of tetracyclines 
during tooth development (last half of pregnancy, infancy, 
and childhood to the age of 8 years) may cause permanent 
discoloration of the teeth (yellow-gray-brown). This is 


PD-JA-1463-2-P (1-76) 





more common during long-term use but has been observed 
following repeated short-term courses. Enamel hypoplasia 
has also been reported. Tetracyclines, therefore, 

should not be used in this age group unless other drugs 
are not likely to be effective or are contraindicated. 
Photosensitivity manifested by an exaggerated 

sunburn reaction has been observed in some 
individuals taking tetracyclines. Advise patients apt to 
be exposed to direct sunlight or ultraviolet light that 
such reaction can occur, and discontinue treatment at 
first evidence of skin erythema. Studies with 
minocycline HCI indicated that photosensitivity did 

not occur. However, reports have been received. 

In patients with significantly impaired renal function, 

the antianabolic action of tetracycline may cause 

an increase in BUN leading to azotemia, hyperphos- 
phatemia, and acidosis. CNS side effects: (light- 


headedness, dizziness, vertigo) have been reported, 
may disappear during therapy, and always disappear 
rapidly when drug is discontinued. Caution patients who 
experience these symptoms about driving vehicles 

or using hazardous machinery while taking this drug. 
Pregnancy: !n animal studies, tetracyclines cross 

the placenta, are found in fetal tissues, and can have 
toxic effects on the developing fetus (often related 

to retardation of skeletal development). Embryotoxicity 
has been noted in animals treated early in pregnancy. 
The safety of minocycline HCI for use during 
pregnancy has not been established. Newborns, 
infants, and children: AI! tetracyclines form a stable 
calcium complex in any bone-forming tissue. 
Prematures, given oral doses of 25 mg/kg every six 
hours, demonstrated a decrease in fibula growth rate, . 
reversible when drug was discontinued. Tetracyclines 
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are present in the mil« of lactating women who 
are taking a drug in this class 


Precautions: Use may result in overgrowth of non- 
susceptible organisms, including fungi. If superinfection 
occurs, antibiotics should be discontinued and 
appropriate therapy instituted. In venereal diseases when 
coexistent syphilis is suspected, darkfield examination 
should be done before treatment is started and blood 
serology repeated monthly for at least four months 
Patients on anticoagulant therapy may require downward 
adjustment of such dosage. Test for organ system 
dysfunction (eg, renal, hepatic, and hemopoietic) in 
long-term use. Treat all group A beta-hemolytic 
streptococcal infections for at least 10 days. Avoid giving 
tetracycline in conjunction with penicillin 

Anorexia 


Adverse Reactions: Gl: nausea, vomiting 


diarrhea, glossitis, dysphagia, enterocolitis, inflammatory 
lesions (with monilial overgrowth) in anogenital region 
Skin: Maculopapular and erythematous rashes 
Exfoliative dermatitis (uncommon). Photosensitivity is 
discussed above. (See Warnings.) Renal toxicity: Rise in 
BUN, dose-related. (See Warnings ) Hypersensitivity 
reactions: Urticaria, angioneurotic edema, anaphylaxis 
anaphylactoid purpura, pericarditis, exacerbation of 
systemic lupus erythematosus. In young infants, bulging 
fontanels have been reported following full therapeutic 
dosage disappearing rapidly when drug was dis- 
continued. Blood: Hemolytic anemia, thrombocytopenia 
neutropenia, eosinophilia CNS: (See Warnings.) When 
given over prolonged periods, tetracyclines may 
produce brown-black "De discoloration of 
thyroid glands; no abnormalities of thyroid function 
studies are known to occur 


NOTE: Concomitant therapy: Antacids containing 
aluminum, calcium, or magnesium impair absorption; do 
not give to patients taking oral tetracycline. Studies to 
date indicate that absorption of VECTRIN (minocycline 
hydrochloride) is not notably influenced by foods and 
dairy products 


Full prescribing information available upon request. 


PARKE, DAVIS & COMPANY 
Detroit, Michigan 48232 


3 "E x for the part-time 
| “occupational physician... 


an inva luable 


: quick 
 referene T 


.. guide to 
oc cup ational 
dermatoses 


The AMA’s new guide, Occupational Dermatoses, is an in- 
valuable aid for i jaa working part-time in occupa- 
tional health programs. 

It. ardide a ready reference for specific information 

s: «on the causes,-diagnosis, prevention, and treatment of 
occupational skin diseases. It also discusses management 

of prolonged and. recurrent dermatoses, medico-legal aspects, 
| and provides extensive references. 

To order your copy ($1 ea.) of Occupational Dermatoses, 
OP-108, write: Order Dept., American Medical Association, 
535 N. Dearborn St., Chicago, Ill. 60610. 
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Self- correct- 


tion, depth 
of follicle 


Effective de- 
struction of 
pop illa 
within sec- 


ELECTROLYSIS FOR 


Clinical stüdy. (copy on request) proves safety and efficacy of laity self-use electrolysis. Study shows chin and 
even axilla can be self-treated. effectively through use of mirror. This permanent hair remover features the only 
patented self-correcting needle in existence. Battery operated instrument sterilizes itself when current flows. No- 
puncture safety feature also helps prevent infection. 


Thousands of units sold to physicians for such varied application as removal of inverted eyelashes to cosmetic 
use. 


PERMA TWEEZ & ATTACHMENT $22.45 GENERAL MEDICAL CO., Dept. D-77 
1935 Armacost Ave 


West Los Angeles, CA 90025 


EJ Invoice after 30 days 
O Check enclosed 
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Gris"PEG 


(griseofulvin, 
vici aues Tablets 125 mg 


An ultramicrocrystalline solid-state dispersion of 
griseofulvin in polyethylene glycol 6000. 
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the macrosize the microsize Dorsey Laboratories 
crystal crystal introduces the 
ultramicrosize crystal 

Daily Dose: J Daily Dose: Daily Dose: 2 

1 gm 500 mg 250 mg | : 
Solid-state dispersion of griseofulvin in polyethylene T E m 
glycol 6000 produces ultramicrosize crystals of EET a 
griseofulvin for improved absorption efficiency. |o URBC ra 
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SINGLE DOSE STUDY 


No statistically significant 
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griseofulvin 


~ DESCRIPTION ] 


Griseofulvin is an antibiotic derived 
from a specíes of Penicillium. 


Gris-PEG is an ultramicrocrystalline 
solid-state dispersion of griseofulvin 
in polyethylene glycol 6000. 


. Gris-PEG tablets differ from griseo- 


fulvin (microsize) tablets USP in that 
each tablet contains 125 mg of ultra- 
microsize griseofulvin biologically 
equivalent to 250 mg of microsize 
griseofulvin. 


ACTION 

Microbiology: Griseofulvin is fungi- 
static with in vitro activity against vari- 
ous species of Microsporum, Epider- 
mophyton, and Trichophyton. It has 
no effect on bacteria or other genera 
of fungi. 


Human Pharmacology: The peak plas- 
ma level found in fasting adults given 
0.25 g of Gris-PEG occurs at about 
four hours and..ranges between 0.37 
to 1.6 meg/mi. . 


Comparable studies with microsize 
griseofulvin. indicated that the peak 
plasma level found in fasting adults 
given 0.5 g occurs at about four 
hours and ranges between 0.44 to 1.2 
mcg mt. 


Thus, the efficiency of gastrointestinal 
absorption of the ultramicrocrystalline 
formulation of Gris-PEG is approxi- 
mately twice that of conventional 
microsized griseofulvin. This factor 
permits the oral intake of half as much 
griseofulvin per tablet but there is no 
evidence, at this time, that this confers 
any significant clinical differences in 
regard to safety and efficacy. 


Griseofulvin is deposited in the keratin 
precursor cells and has a greater affin- 
ity for diseased tissue. The drug is 
tightly bound to the new keratin which 
becomes highly resistant to fungal 
invasions. ; 


INDICATIONS 


Gris-PEG (griseotuivin ultramicrosize) 
is indicated for the treatment of the 
following ringworm infections: 


Tinea corporis (ringworm of the body) 
Tinea pedis {athlete's foot) 

Tinea cruris (ringworm of the thigh) 
Tinea barbae (barber's itch) 

Tinea capitis (ringworm of the scalp) 
Tinea unguium (onychomycosis: ring- 
worm of the naiis) 


when caused by one or more of the 
folowing genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton sulphureum 
Trichophyton schoenteini 
Microsporum audouini 
Microsporum canis 
Microsporum gypseum 
Epidermophyton tloccosum 


~ . ultramicrosize) Tablets 


"x "ww" 
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125 mg 


F The 1/2 dose griseofulvin. 


NOTE: Prior to therapy, the type of 
fungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which will 
respond to topical agents alone. 


Griseofuivin is not effective in the fol- 
lowing: 


Bacterial infections 
Candidiasis (Moniliasis) 
Histoplasmosis 
Actinomycosis 
Sporotrichosis 
Chromoblastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis) 
Tinea versicolor 
Nocardiosis 


CONTRAINDICATIONS 


This drug is contraindicated in pa- 
tients with porphyria, hepatocellular 
failure, and in individuals with a his- 
tory of sensitivity to griseofuivin. 


WARNINGS 


Prophylactic Usage: Safety and Etfi- 
cacy of Griseofulvin for Prophylaxis of 
Fungal infections Has Not Been Estab- 
lished. 


Animal Toxicology: Chronic feeding of 
griseofulvin, at ievels ranging from 
0.5-2.5% of the diet, resulted in the 
development of liver tumors in severa! 
strains of mice, particularly in males. 
Smaller particle sizes result in an en- 
hanced effect. Lower ora! dosage lev- 
eis have not been tested. Subcutane- 
ous administration of relatively smail 
doses o! griseofulvin, once a week. 
during the first three weeks of life has 
also been reported to mduce hepato- 
mata in mice. Although studies in other 
animal species have not yielded evi- 
dence of tumorogenicity, these studies 
were not of adequate design to form 
a basis for conclusions in this regard. 


in subacute toxicity studies. orally ad- 
ministered griseofulvin produced 
hepatocellular necrosis in mice, but 
this has not been seen in other spe- 
cies. Disturbances in porphyrin metab- 
olism have been reported in griseoful- 
vin treated laboratory animals. Griseo- 
fulvin has been reported to have a 
colchicine-like effect on mitosis and 
cocarcinogenicity with methyicholan- 
threne in cutaneous tumor induction 
in laboratory animais. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: It has 
been reported in the literatura that 
griseofulvin was found to be embryo- 
toxic and teratogenic on oral adminis- 
tration to pregnant rats. Pups with 
abnormalities have been reported in 
the litters of a few bitches treated with 
griseofulvin. Additional animal repro- 
duction studies are in progress. 


Suppression of spermatogenesis has 
been reported to occur in rats, but in- 
vestigation in man failed to confirm 
this. 





PRECAUTIONS 


Patients on prolonged therapy with 
any potent medication should be 
under close observation. Periodic 
monitoring of organ system function. 
including renal. hepatic and hema- 
topoietic, shouid be done. 


Since griseofulvin is derived from spe- 
cies of penicillin, the possibility of 
cross sensitivity with penicillin exists; 
however, known penicillin-sensitive 
patients have been treated without 
difficulty. 


Since a photosensitivity reaction is oc- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificia! sunlight. Should a photosen- 
sitivity reaction occur. lupus erythe- 
matosus may be aggravated. 


Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage adjust- 
ment of the anticoagulant during and 
after griseofulvin therapy. 


Barbiturates usually depress griseo- 
fulvin activity and concomitant admin- 
istration may require a dosage adjust- 
ment of the antifungal agent. 


ADVERSE REACTIONS 


When adverse reactions occur. they 
are most commonly of the hypersensi- 
tivity type such as skin rashes, urti- 
caria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of 
therapy and appropriate countermea- 
Sures.Paresthesias of the hands and 
feet have been reported rarely after 
extended therapy. Other side effects 
reported occasionally are oral thrush, 
nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion and im- 
pairment of performance of routine 
activities. 


Proteinutia and leukopenia have been 
reported rarely. Administration of the 
Grug should be discontinued if granu- 
iocytopenia occurs. 


When rare. serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages, long pe- 
riods of therapy. or both. 


DOSAGE AND ADMINISTRATION 


Accurate diagnosis of the infecting 
organism is essential. identification 
should be made either by direct micro- 
scopic examination of a mounting of 
infected tissue in a solution of potas- 
sium hydroxide or by culture on an 
appropriate medium. 


Medication must be continued unti 
the infacting organism is completely 
eradicated as indicated by appropriate 
clinical or laboratory examination. 
Representative treatment periods are 
~ tinea capitis, 4 to 6 weeks; tinea cor- 
poris, 2 to 4 weeks; tinea pedis, 4 to 8 
weeks, tinea unguium — depending on 
rate of growth —fingernaiis. at least 4 
months; toenails, at least 6 months. 


General measures in regard to hygiene 
shouid be observed to control sources 


of infection or reinfection. Concomi- 
tant use of appropriate topica! agents 
is usually required particularly in treat- 
ment of tinea pedis. In some forms of 
athiete's foot, yeasts and bacteria may 
be involved as well as fungi. Griseo- 
fulvin will not eradicate the bacterial 
or moniial infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofulvin ultramicrosize) is 
biologicaly equivalent to 500 mg of 
griseofulvin microsized, USP (see 
ACTION Human Pharmacology). 


Adults: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinea cruris 
and tinea capitis. One 125 mg tablet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungus infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium, a divided daily dose of 
500 mg is recommended. in ai! cases. 
the dosage shouid be individualized. 


Children; Approximately 5 mg per kilo- 
gram (2.5 mg per pound) of body 
weight per day is an effective dose for 
most children. On this basis. the fol- 
lowing dosage schedule for children 
is suggested: 


Children weighing over 25 kilograms 
(approximately 50 pounds)—- 125 mg 
to 250 mg daily. 


Children weighing 15-25 kilograms 
(approximately 30- 50 pounds) - 62.5 
mg to 125 mg daily. 


Children 2 years of age and younger — 
dosage has not been established. 


Dosage shouid be individualized. as iS 
done for aduits. Clinical experience 
with griseofulvin in children with tinea 
capitis indicates that a single daily 
dose is effective. Clinical relapse will 
occur if the medication is not contin- 
ued until the infecting organism is 
eradicated. 


CAUTION 
Federal iaw prohibits dispensing with- 
out prescription. 


HOW SUPPLIED 


Gris-PEG (griseofulvin ultramicrosize) 
Tablets differ from griseofulvin (micro- 
size) tablets USP in that each tablet 
contains 125 mg of ultramicrosize 
griseofulvin biologically equivalent to 
250 mg of microsized griseofulvin, Two 
125 mg tablets of Gris-PEG are bio- 
logically equivalent to 500 mg of micro- 
sized griseofulvin. in bottles of 100 
scored tablets. 


Dorsey .. 
LABORATORIES 


Devon of Sandoz, inc 


LINCOLN. NEBRASKA 68501 * 
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Letters to the Editor 


Biting insect Summary 


To the Editor.—Again this year, I am 
compiling a Biting Insect Summary 
and would appreciate any case reports 
of unusual allergic reactions, espe- 
cially systemic (sneezing, wheezing, 
urticaria), to bites of insects, ie, 
mosquitoes, fleas, gnats, kissing bugs, 
bedbugs, chiggers, blackflies, horse- 
flies, sand flies, and deerflies. 

I would like physicians to send me 
case reports of those patients who 
have had unusual reactions to such 


. inseets. Include in the reports the type 
55 of reactions (immediate and delayed 
symptoms); treatment; the age, sex, 
. . and race of the patient; the site of the 
. - . bites; the season of the year; and any 


associated allergies. 

If skin tests and hyposensitization 
were instituted, I would like the 
report of both. Please note that it is 
the biting (not stinging) insect in 
which I am interested. 

If you have found any insect repel- 
lent, local treatment, or insecticides of 
value, I would also appreciate being 
informed of this. 

Please send this information to the 
following address: 

CLAUDE A. Frazier, MD, 
4-C Doctors Park, 
Asheville, NC 28801. 


*Observations on “‘EngLat”’ 
Language: Nevus 
Sebaceous or Nevus Sebaceus 


To the Editor. —" Sebaceous nevus” is 
good English but not customary no- 
menclature. "Nevus sebaceus" is good 
Latin, and it is also eustomary nomen- 
clature. "Nevus sebaceous” is both 
Latin and English! Author, reviewer, 
editor, manuseript editor, or proof- 
reader should have spotted this error 
somewhere along the line and cor- 
rected it before it got into the 
February issue of the ARCHIVES. It’s 
just as unacceptable as lichen "pla- 
nous" or lupus "erythematous" would 
be. 

Harry L. ARNOLD, JR, MD 

Honolulu 


Chlorpromazine and Drug Eruptions 


In Reply.—As described in the article, 
my patient is a nurse. I believe that 
this would answer all of Dr. Arnold's 
questions. 
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Although she had never been 
treated with ehlorpromazine, she had 
frequent opportunities to come in 
contaet with the drug, since she had 
worked in a mental hospital. The erup- 
tion, which was observed at the time 
of the first examination, appeared the 


day after she injected a drug contain- 


ing ehlorpromazine to her patient. 

It is well known that chlorproma- 
zine is à common cause of drug erup- 
tions in medical and nursing person- 
nel. | 

TAKESHI Horio, MD 
. Kyoto, Japan 


Purpuric Reactions Following 
Dermabrasion 


To the Editor.—The purpuric reaction 
following dermabrasion described in 
an article by Fritsch et al, which 
appeared in the ARCHIVES (112:83-85, 
1976), is very similar to lesions seen in 
the donor sites of split-thickness 
grafts, particularly in the lower 
extremities. The authors attribute 
this purpurie reaction to a "mechan- 
ical disruption of the capillaries with 
subsequent extravasation of red blood 
cell.” This would seem to be the 
problem in split-thickness graft donor 
sites. The thicker the split-thickness 
graft, the more likely the donor site is 
to have blood-cell extravasation. This 
can often occur several months after 
the graft has been taken, and the 
extravasation is much more common 
in areas of dependency. The use of 
elastic support helps prevent this 
phenomenon. It is interesting that we 
seldom see similar reaetions in facial 
dermabrasion. 

W. EDWARD DALTON, MD 

PAUL SILVERSTEIN, MD 

Oklahoma City 


Clindamycin Therapy for 
Moderately Severe Acne 


To the Editor.—l was surprised to read 
at this late date an article advocating 
the use of clindamycin in the treat- 
ment of "moderately severe aene" in 
the ARCHIVES (111:997, 
the warnings from the Food and Drug 
Administration and from the Upjohn 
Company itself, and with all the 
publicity regarding its dangerous 
side effects in the medical press, it 
certainly seems obvious that clinda- 
mycin should not be used in a condi- 
tion that is not life-threatening, such 
as acne. 


-effectsare understood, judicious us 
Is indicated.” 
seems, would dictate that it should 1 


tive in treating acne, I would 


1975). With all. 

















In the last two paragraphs: of: dies 
article, Christian and Kruéger do 
make note of some of the serious side 
effects and say that “until such side 
Judicious use, 
be used. in the treatment of acné 


al we e 
Gained that clindamycin. 1 





tain that with 45 deaths from -bloo 
colitis reported (probably only thé 
of the iceberg) and. with reseárche 
finding that 10% of patients 
receive the drug develop colitis 
side effect, this drug shouldn't 
"touched with a ten-foot pole”: 
treating acne. In faet, adverse reac = 
tions are so-common that investiga- E 
tors? say that this medication is indi- —. 
cated only in life-threatening cases == 
with anaerobic infections that are- ie 
serious enough to require hospitaliza- ' 
tion. 











Joux M. Stecet, MD P E 
Newport Beach, Calif 


1. Tedesco FJ, Barton RW, Alpers DH: Clinda- ..—. 
mycin-associated colitis: A prospective study. i 
Ann Intern Med 81:429-433, 1974. P 

2. Carey WD, Brotman M: Clindamycin colitis, 
an emerging problem. West J Med 121: 04-507, 
1974. l 


To the Editer.-As a^specialist in 
infectious diseases, I believe that a 
few words of comment are’ in order 
with regard to the article by Christian 
and Krueger that appeared diui 
in the ARCHIVES. I must say that I 

think the authors have underesti- 
mated the potential gravity of the 


. toxicity that has been associated with 


clindamycin, and I feel that their 
conclusion “that clindamycin is proba- 
bly a valuable additional drug in the | 
treatment of acne” was somewhat 
incautious. Clindamycin is undoubted- 
ly a very effective drug for'a number |. 
of conditions. Sufficient verification of 
its toxicity, particularly with regard 
to the gastrointestinal tract, now 
exists, however, to make a thoughtful 
physician pause before using it for a 
disease that does not seriously threat- 
en the general health of his patient. 
This is particularly true when alterna- 
tive forms of therapy of known effi- 
cacy and a low order of toxicity are 
available, and I believe that this is the 
case with acne. When antibiotics are | 
indicated in the treatment of this | 
condition, tetracyclines may generally . 
be used with impunity. Although 
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Christian and Krueger. indicate that 
the use of clindamycin i in aene should 
be "judieious," I am concerned that 
the average practitioner will not have 
the time or experience to weigh appro- 
priately the hazards and merits of this 
regimen. Without wishing to mini- 
. mize the important psychological as 
. .well as physical effects of severe aene, 
^l would say that clindamycin at 













on only in extraordinary circum- 

stances and only after. receiving 

Sinformed consent from the patient or 
“a sh aaa guardian, | 

SN RicHARD A. FiNLEY, MD 
2c UU vm NY 





In Reply.—In reply to the letters from 
Dr John M. Siegel and Dr Richard A. 
Finley, we submit that our paper, 
“Clindamycin vs Placebo As. Adjunc- 
| tive Therapy in Moderately Severe 
Acne,” draws two major conclusions 
. as follows: (1) Objective evidence is 
submitted that clindamycin can be an 
alternative drug of, value in the treat- 
ment of moderately severe acne. (2) 
. There are serious and important side 
 effeets associated. with its use, and 
careful and judieious use is indi- 
cated. "A | 

Since our paper was submitted, 
there have been additional reports of 
à more severe complication, namely, 
pseudomembranous colitis, associated 
with the use of this drug. As i is always 
true in clinical medicine, the physician 
needs to weigh all evidence he has at 
hand in selecting from the different 
therapeutic regimens available for the 

. treatment of aene. Unfortunately, 
many "infectious disease" specialists 
do not appreciate.the severity of acne, 
eg, acute febrile uleerative conglobate 
acne with polyarthralgia.'? Recently, 
we observed a patient with such a case 
that did not respond to high doses of 
either tetracycline or erythromycin. 
Dramatic clearing occurred in this 
anemic, febrile, blood culture-nega- 
tive, hospitalized patient within 
several weeks of initiation of clinda- 
mycin therapy. Albeit such cases are 
rare, to say that clindamycin should 
never be used to treat acne is a disser- 
vice both to the medical community 
and, more importantly, to our pa- 
tients. 

We are not in any way "pushing" 
the use of clindamycin in the treat- 
ment of acne; on the contrary, our 
study is merely a scientific attempt to 
investigate its usefulness. We pointed 
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present should be used for this. gondi- | 
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out the side effects of the drug and 
are well aware of the very serious 
side effects that can develop. 

In summary, we would submit that 
there are occasions when the physi- 
cian would elect the risk of the drug 


and use it judiciously. 


GERALD G. KRUEGER, MD 
GRANT L. CHRISTIAN, MD 
salt Lake City 


1. Kelly AP, Burns RE: Acute febrile ulcera- 
tive eonglobate acne with polyarthralgia. Arch 
Dermatol 104:182-187, 1971. 

2. Windom RE, Stanford JP, Ziff M: Acne 


. eonglobata and arthritis. Arthritis Rheum 4:632- 


636, 1961. 


Melanoma 


To the Editor.—The article by Korn- 
berg and Ackerman' delineates an 
important pitfall in the diagnosis 
of melanoma-the histologic resem- 
blance of recurrent nevus to superfi- 
cial spreading melanoma. 

Edelstein and I deseribed the 
resemblance of recurrent nevus to 
active junction nevus and, in turn, to 
lentigo maligna in one of the Derma- 
topathology Foundation's audiovisual 
programs. 

MiLTON R. Oxun, MD 
Boston 


l. Kornberg R, Ackerman AB: Pseudomela- 
noma. Arch Dermatol 111:1588-1590, 1975. 

2. Okun M, Edelstein L: Gross and Microscopic 
Differential Diagnosis of Malignant Melanoma, 
Nevi and Other Pigmented Lesions, audio tape, 
set 1. Boston, Dermatopathology Foundation, 
1973. 


Scabies in Malaysia 


To the Kditor.—I read Dr Milton 
Orkin's editorial on seabies in the 
November issue of the ARCHIVES 
(111:1431-1432, 1975). He really should 
try not to fall into the American habit 
of equating "Southeast Asia" with 
Vietnam. 

I would like to assure him, and your 


readers, that children arriving from 


Malaysia will probably not have 
scabies, and this is so for a reason he 
has pointed out. We have recently 
recovered from an epidemic of sca- 
bies, the incidence is diminishing 
annually, and we are now in the rest 
period. As the latest epidemie makes 


its stately progress across the world, it 


may well have reached Vietnam much 
later than it reached us (the same is 
certainly true in the Philippines) for 
geographical or political reasons. Per- 
haps Dr Arnold in Hawaii should hoist 
a storm warning, and maybe the index 
of suspicion for scabies should be 


maintained when treating young peo- 
ple who have recently been in the 
Pacific Islands. 
Jonn H. 
Kuala Lumpur, Malaysia 


S. PETTIT, MD, FRCP 


Transfer Factor as Therapeutic 
Agent in Mycosis Fungoides 


To the Editor.—Within recent years, 
transfer factor (TF) has been given to 
a number of patients with immunode- 
fieieney diseases. Lately, TF has also 
been used to intensify cell-mediated 
immunity in patients with relative 
immunological defects. Although 
mycosis fungoides seems to be a T cell 
lymphoma, a number of patients with 
this disease show a reduced ability to 
develop cellular immunity.* We there- 
fore found it reasonable to try TF in 
addition to other therapeutic mea- 
sures in a patient who did not respond 
to conventional treatment with me- 
chlorethamine hydrochloride, metho- 
trexate, or grenz rays alone. 


Report of a. Case.—A 64-year-old man had 
a l'ó-year history of general itching and 
appearance of scaly erythematous plaques 
and tumors located at the elbows (Fig 1) 
and the gluteal area. Within two months, 
he developed heavy keratotie infiltrations 
of the palms (Fig 2) and soles with many 
fissures (Fig 3), together with a general- 
ized but not too pronounced sealy erythro- 
derma. 

A biopsy specimen (Fig 4) showed an 
infiltrate in the upper as well as in the 
lower dermis, consisting of a multiplicity 
of eell types and pleomorphism of histio- 
cytes together with atypical reticulum cells 
with large hyperchromatie nuclei and 
Pautrier microabscesses in the epidermis. 

A diagnosis of mycosis fungoides was 
made, and treatment was started with 
topically applied mechlorethamine hydro- 
choride. The treatment was without effect 
on tumors or infiltrations, while the more 
generalized erythroderma responded to 
two-weeks’ treatment with topically ap- 
plied steroids. However, since the patient 
was severely disabled by the ulcerations of 
his hands and feet, methotrexate was 
given, in ten doses of 5 mg four times once 
a week at eight-hour intervals. This treat- 
ment had no effect on the lesions. It was 
therefore decided to start treatment with 
TF and at the same time give x-radiation 
to the tumors in order to reduce tumor load. 
X-radiation was given te tumors only, that 
is, to myeosis fungoides lesions on elbows 
and the gluteal area. In all, the patient 
received 900 R (50 kV with a 1-mm 
aluminum filter). Grenz rays were given on 
three occasions to the hands and feet, but 
this treatment was discontinued due to the ` 
impression of the patient that treatment 
only aggravated the disease. Also, mechlor- 
ethamine hydrochloride was administered 
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on three occasions during the period from 
December 1973 until May 1974. 

The TF was given intramuscularly six 
times in all, with approximately one month 
interval, as it has been our experience that 
a TF-induced increase in delayed hyper- 
sensitivity lasts approximately four weeks. 
When, in May 1974, the patient seemed to 
go into a total remission (Fig 5 and 6), all 
treatment was discontinued. This remis- 
sion has now lasted 11 months. 


Transfer Factor.—The donors of the 
leukocytes from which TF prepara- 
tions were made were young healthy 
male or female volunteers who exhib- 
ited positive reactions to skin testing 
with purified protein derivative 
(PPD). Each portion was prepared 
from 500 ml of venous blood according 
to the procedure previously de- 
scribed.’ 

Laboratory Examinations.—The 
percentage of T lymphocytes in pe- 
ripheral blood was measured by 


formation of E rosettes and found to 
be only 18% vs 55% to 65% in 12 
controls. Serum IgE level was 760 ug/ 
liter. Immunoelectrophoresis showed 
normal levels of IgG, IgA, and IgM. 
The responses of peripheral blood 





treatment. 


Fig 2.—Keratotic erythematous and scaly 
infiltration of skin of palms prior to treat- 
ment. 
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lymphocytes to stimulation with phy- 
tohemagglutinin and poke weed mi- 
togen were observed from Oct 29, 
1973, when the patient received his 
second injection of TF, until Dec 11. 
stimulation indices rose from low 
values to a peak four times higher and 
then returned to approximately the 
original values. In lymphocyte trans- 
formation tests with PPD and Candi- 
da albicans performed during the 
same period, a similar stimulation of 
delayed hypersensitivity was demon- 
strated. The highest values were 
obtained with PPD as antigen. There 
was no response to stimulation with 
Brucella antigen either initially or 
after TF treatment. 


Comment.—That immunity and 
malignant neoplasm are interrelated 
is a major discovery in medicine, with 
possible therapeutic aspects. The rela- 
tive immunodeficiency of our patient 
with mycosis fungoides showing a 
very low value of T lymphocytes in 
peripheral blood, together with a rela- 
tively poor in vitro response in the 
lymphocyte transformation test gives 
a basis for accepting that the induced 
remission in his disease partly has 


Fig 3.—Fissures and infiltration of skin of 
sole prior to treatment. 
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Fig 4.—Photomicrograph of biopsy spec- 
imen from mycosis fungoides plaque from 
elbow. Note Pautrier microabscesses in 
epidermis and diffuse infiltrate in upper 
dermis together with more sharply demar- 
cated patchy infiltrate in lower dermis 
(original magnification » 200). 





ment (Oct 22, 1974). 


Fig 6.—Soles of patient following treatment 
(Oct 22, 1974). 
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been due to treatment with TF. 
Although he received simultaneous 
treatment with x-rays, grenz rays, 
and mechlorethamine hydrochloride, 
this treatment alone did not seem to 
be enough to induce any remission. 


Moreover, the hands and feet, which 


also now are without lesions, have 

never been treated with x-rays. 
Transfer factor was originally in- 

troduced by Lawrence’ and is still an 


^. experimental therapeutical agent. Its 


biochemieal delineation has not yet 
been achieved. We believe that at 
present, its use should be limited to 
patients whose health is severely 
compromised and who are unrespon- 
sive to conventional forms of treat- 
ment. However, TF might be applied 
when indication of an absolute or 
partial defect in delayed hypersensi- 
tivity exists. It is a general experience 
that TF does confer immunological 
reactivity on T lymphocytes and 
increases in vitro responses to com- 
mon mitogens as well as common 
antigens. Whether TF may be added 
to our list of therapeutie agents in 
mycosis fungoides remains to be seen. 
Funetional abnormalities of the lym- 
phocytes may be an important factor 
in this T cell lymphoma. 

HucH ZACHARIAE, MD 

Eva GRUNNET, MD 

JORGEN ELLEGAARD, MD 

KRISTIAN THESTRUP-PEDERSEN, MD 

Aarhus, Denmark 


L Bulloe W, Fields JP, Brandriss M: An 
evaluation of transfer factor as immunotherapy 
for patients with lepromatous leprosy. N Engl J 
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4. Thulm H: Immune response to primary 
immunization with Brucella antigen. Arch Der- 
matol Forsch 251:311-315, 1975. 

5. Lawrence H: Transfer factor. Adv Immunol 
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Glaucoma From Topically Applied 
Steroids 


To the Editor.—The ability of steroid 
preparations, when instilled into the 
eye, to produce glaucoma is well docu- 
mented in the ophthalmologic litera- 
ture.'* It has also been mentioned in 
the dermatologic literature.’ This re- 
port is a presentation of what is 
believed to be the first case of glau- 
coma apparently induced in a patient 
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who was using a steroid cream on the 
eyelids. 

Report of a Case.—A 30-year-old white 
man was first seen in November 1967 with 
a suspected contact dermatitis of the lower 
eyelids. The patient was instructed to 
apply 0.1% triamcinolone cream to the 
involved areas three times each day. In 
June 1968, he had a recurrence of eyelid 
dermatitis, apparently related to discontin- 


uation of use of the triameinolone cream. 


The same therapy was begun again and the 


patient did well until October 1972, when 


the lateral surface of his left eyelid was 
found to be indurated and erythematous. 
Triamcinolone solution, 0.2 ml (10 mg/ml) 
was injected into the involved area, 
causing resolution of the dermatitis, and 
the concentration of the triamcinolone 
cream was raised to 0.5%. In September 
1974 the patient was seen with a similar 
problem and was reinjected in the same 
location with 0.2 ml of triameinolone (10 
mg/ml). 

The patient was lost to follow-up until 
August 1975, when he came to the Illinois 
Eye and Ear Infirmary with a one-week 
history of seeing halos around bright 
objects viewed with his left eye. He was 
found to have visual acuities of 20/30 in his 
right eye and 20/100 in his left eye. 
Further examination of his left «ye 
revealed diffuse corneal edema and a pres- 
sure of 55 mm Hg. The pressure in his right 
eye was normal. The discs appeared normal 
in both eyes, and cup-to-dise ratio was 0.3 
bilaterally. The patient was told not to use 
triamcinolone on his eyelids and was given 
acetazolamide, 250 mg by mouth every six 
hours, and 2% epinephrine drops, twice a 
day in his left eye. Within three days, 
intraocular pressure had dropped to 10 mm 
Hg bilaterally, and acetazolamide therapy 
was discontinued. The patient was seen 
again three weeks after discontinuation of 
all medications and the intraocular pres- 
sure was 12 mm Hg bilaterally. 


Comment.—Normally steroid 
creams or ointments applied to the 
eyelids would not be expected to enter 
the eye. This patient believed that 
when he was playing tennis, sweat ran 
down his eyelids and probably washed 
the cream from his lid into his eye. It 
seems apparent that enough of the 
active material entered his eye to 
induce the elevation of intraocular 
pressure. 

The package insert information for 
the steroid cream that was prescribed 
in this case (as reprinted in the Physi- 
cians Desk Reference, ed 29) contains 
the statement “This preparation is 
not for ophthalmic use," as does the 


package insert for a number of other 
topically applied steroid creams and 
ointments. However, that statement 
is not included in the package inserts 
for several of the other topically 
applied steroid creams and ointments, 
and none were found containing any 
warning to avoid accidental instilla- 
tion in the eye. It is probably 
advisable for the prescribing physi- 
cian to warn patients using steroids 
topically near the eyes to avoid allow- 
ing any of the material to actually 
enter the eyes. 
CHARLES ZUGERMAN, MD 
DONALD SAuDERS, MD 
FRED Levit, MD 
Chieago 


1. Becker B, Mills D: Corticosteroids and 
intraocular pressure. Arch Ophthalmol 70:106- 
113, 1963. 

2. Levene RZ, Rothberger M, Rosenberg S: 
Corticosteroid glaucoma in the rabbit. Arch 
Ophthalmol 78:505-510, 1974. 
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Frequency of Skin Lesions in 
Chronic Drinkers 


To the Editor.-We observed that 
chronie drinkers seemed to have more 
skin lesions than did nondrinkers. We 
were unable to find any reference to 
this association either in the standard 
dermatology texts or in the medical 
literature of the past 20 years. 
Because of this, we decided to do a 
study to confirm or refute this casual 
observation. 


Patient Population.—Five hundred con- * 


secutive admissions to the medical service 
at our hospital, which is an active general 
hospital, were interviewed and examined. 
The patients were questioned in detail as 
to their alcohol intake, occupation, and 
medications. Each patient was then care- 
fully examined as to the presence or 
absence of any significant skin lesions. A 
dermatologic diagnosis was made, and 
most of these patients were then seen by a 
dermatologist for confirmation of the diag- 
nosis. 

We decided arbitrarily to call those 
persons who drank four or more cans or 
bottles of beer or one-half pint or more of 
whiskey each day for over three months a 
chronic drinker. We also designated those 
who drank less than this amount nondrink- 
ers. Interestingly, almost all of the “non- 
drinkers” were just that. They usually 
drank no alcoholic beverages, or some 
drank only an occasional beer. 

Using the above criteria, we found that 
351 admissions, or about 70%, could be 
classified as ehronie drinkers, while 30% 
were nondrinkers. 

Eighty-five, or about 24%, of the chronic 
drinkers had a significant skin rash. Four- 
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teen, or about 9%, of the nondrinkers also 
had a skin rash. 

The age distribution, occupations, and 
medications taken were not remarkably 
different in the chronic drinker and 
nondrinker groups. 

The most common skin lesions in the 
chronic drinkers were eezematoid derma- 
titis (eight); keratoses (five); drug eruption 
(five); psoriasis (four); seborrheic derma- 
titis (four); contact dermatitis (four); and 
onychomycosis (three). 

Comment.—We do know that 
chronic drinking affects almost every 
organ and system of the body. Thus, 
one would readily expect the skin, the 
largest organ, to be involved also. Yet, 
we have been unable to find any refer- 


-ence to this association. One can only 
=> surmise about the increased incidence 








. of skin lesions in chronic drinkers. Of 
. course, poor nutrition, lack of vita- 
-— mins, poor hygiene, and so on, might 
-possibly contribute to this increased 
< incidence; but there is no definite 
 medieal 
sumption. 


evidence for this as- 
Jack Marcos, MD 
Doris M. Roperts, RN 
Big Spring, Tex 


Allopurinol-Caused Toxic Epidermal 
Necrolysis 


To the Editor.—lt is risky to imply 
that allopurinol was more likely to 
have caused toxic epidermal necrolysis 
than ampicillin or cephalothin in cases 
1 and 3 in the report by Ellman et al in 
the ARCHIVES (111:986-990, 1975) titled 
“Toxic Epidermal Necrolysis Asso- 
ciated With Allopurinol Administra- 
tion.” In fact, it is as likely that the 
eruption was caused by ampicillin as 
allopurinol in two of their three 
patients. In the third patient, case 2, 
the patient was also taking methyl- 
dopa and indomethacin. It is well 
known that one drug may have a 
propensity to produce different erup- 


. tions and many different drugs may 


* 


produce the same eruption. When a 
patient is taking several drugs, it 
becomes critical to identify the offen- 
sive drug when (1) continuous treat- 
ment is indicated as in subacute bacte- 
rial endocarditis or (2) the eruption is 
life-threatening. 

The argument that allopurinol alone 
produced these eruptions is less con- 
vincing to me than the contention that 
allopurinol acted as a promoter or 
enhancer with other drugs. As the 
results of the Boston collaborative 
drug survey have shown, simultaneous 
administration of allopurinol and am- 
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picillin is associated with increased 

incidence of rash to ampicillin. A more 

appropriate title for the manuscript 

would have been “Toxic Epidermal 

Necrolysis Following Administration 

of Allopurinol and Other Drugs.” 
MICHAEL J. FELLNER, MD 
New York 


In | Reply.-We do not completely 
disagree with Dr Fellner's letter. All 
of our patients were receiving multi- 
ple-drug therapy, and we thought it 
was unsafe to give them challenge 
doses of any of the medications singly 
or in combination. We considered allo- 
purinol as the prime offender alone or 
in combination with the other drugs 
because it was a common denominator 


in our three cases. Although allopu- 


rinol apparently increases suscepti- 
bility to ampicillin-induced rashes 
according to the Boston Collaborative 
Drug Survey, we are not cognizant 
that the survey showed that this 
combination causes classic toxic epi- 
dermal necrolysis. 

MICHAEL ELLMAN, MD 

Davip F. Fretzin, MD 

Chicago 


Long-Term Triamcinolone 
Acetonide Therapy 


To the Editor.—Carson et al made an 
interesting, if limited, study of long- 
term intramuscular administration of 
triamcinolone acetonide,’ and while 
the number of cases was too few to 
permit any firm conclusions, they 
drew, in my opinion, an incorrect one 
and failed to observe the real one. 

They also overlooked an important 
reference—the study by Mikhail et al 
in which it was shown that a six-week 
interval between 40- and 80-mg doses 
of triamcinolone acetonide is attended 
by little or no lasting adrenal suppres- 
sion. 

Their conclusion—that periodic oph- 
thalmologic examinations for evi- 
dence of beginning eataract should be 
performed in patients receiving par- 
enterally administered corticoste- 
roids—is not the most meaningful one 
to be drawn from their observations. 
They might better have concluded 
that it is hazardous to exceed the safe 
dosage limit of 60 mg every four to six 
weeks in the administration of triam- 
cinolone acetonide. In the two pa- 
tients who experienced untoward side 
effects, this dosage was exceeded by a 
very wide margin indeed. 

In my experience with using triam- 


cinolone acetonide 
patients during a period of nearly 14 
years, remaining within those dosage 


limits, I have seen no indication that — 


the incidence of cataract is affected 
by the therapy. 
Harry L. ARNOLD, JR, MD 
Honolulu 


1. Carson TE, Daane TA, Weinstein RL: Long- — 
term intramuscular administration of triamcino- ^ — 
lone acetonide: Effect on the hypothalamic-pitul-. - = 
tary-adrenal axis. Arch Dermatol 111:1585-1587, > 00 


1975. 


2. Mikhail GR, Sweet LC, Mellinger RC: 


Parenteral long-acting corticosteroids: Effect on f o. 


hypothalamic-pituitary-adrenal function. Ann 


Allergy 31:331-343, 1978. 
In Reply. 


few important side effects and ini- E T 
tiated the published study to deter- 
mine whether or not relatively higher 


doses of triamcinolone acetonide could - S 


be safely administered for more 
severe conditions (eg, lupus erythema- 
tosus, rheumatoid arthritis, exfolia- 
tive erythroderma). 

Prospectively, we obtained metyra- 
pone tartrate tests every two weeks 
following discontinuation of treat- 
ment with triamcinolone acetonide to 
determine how long it takes the hypo- 
thalamic-pituitary-adrenal axis to re- 
cover from the steroid suppression. 
Spot checks of the stored blood 
samples showed us that we antic- 
ipated much too early a recovery, and 
the reported results represent only a 
few of the metyrapone tests obtained. 
Also, the finding of steroid cataracts 
in two of the five subjects studied, in 
our opinion, is most meaningful. 

Our study and findings were com- 
pleted before the paper by Mikhail et 
al was published. Their conclusion, 
that one half of patients receiving 
triamcinolone acetonide at six-week 
intervals will have adrenal suppres- 
sion and that three to six months is 
required for normal hypothalamic- 
pituitary-adrenal recovery, correlates 
well with our results. 

We wish to thank Dr Arnold for his 
interest and comments about what 
our conclusions should have been. Our 
findings are not the kind we prefer to 
report; however, knowledge of possi- 
ble adverse effects of a potent drug 
such as triamcinolone acetonide can 
only benefit the patient. E 

CAPT Tuomas E. Carson, MC, USN == 
Oakland, Calif w 
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—We, too, have treated many > 
patients with periodic injections of == 
triamcinolone acetonide for controlof => 
various dermatologic conditions and . - 
plan to continue to do so. We saw very > 
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. Autoantibodies in Vitiligo 


To the Editor.—The association of 
 vitiligo with a number of organ- 
specific autoimmune disorders, such 
as pernicious anemia,’ hyperthyroid- 
. ism and hypothyroidism, Addison 
< disease, and diabetes mellitus' is well 
^ known. An increased incidence of 
-= organ-specific antibodies was re- 


|. ported in patients with vitiligo,‘ but, 


more recently, no statistically signifi- 
cant incidence of autoantibodies was 
found in vitiligo patients.’ 

One of the difficulties in accepting 
an autoimmune form of vitiligo has 
been the absence of circulating anti- 
melanocyte antibodies; only Von 
Langhof et al* found an “antimelanin 
in serum samples from 
patients with vitiligo, but their report 
. was not confirmed.’ Antibodies 
, against the cytoplasm of malignant 
“melanoma cells have been found in 
cases of vitiligo associated with re- 
. solving halo nevus, but not in isolated 
vitiligo.” 

.. We here report our attempts to 
. demonstrate a specifice antimelano- 
cyte antibody in sera of patients with 
vitiligo. 
... Patients and Methods.—Ninety patients 
with vitiligo and six patients with vitiligo 
and resolving halo nevus were tested. 
Vitiligo was generally isolated, except in 
two patients affected with one or more 
‘autoimmune diseases. One hundred sex- 
and age-matched controls and 40 serum 
samples from nonvitiliginous patients with 
organ-specific antibodies were equally 
tested. In patients and controls, the indi- 
rect immunofluorescence test (IFT)" was 
performed with 1:5 diluted sera on human 
thyroid, stomach, adrenal gland and pan- 
creas, rat liver, and kidney. Serum samples 
were tested undiluted on 5u eryostat 
sections of several specimens of normal 
skin, benign blue nevi, and malignant 
melanomas, using 1:3 diluted antihuman 


immunoglobulin fluorescein conjugates 
(Behringwerke). 
Results.-No specific cytoplasmie 


fluorescence of nevocytes or mela- 
noma cells was obtained with patient 
or control sera. A weak fluorescent 
staining of some isolated nevus or 
melanoma cells, observed with a num- 
ber of control and patient serum 
samples, was not different from the 
general background of the sections, 
and disappeared with 1:5 dilution of 
sera. A clear cytoplasmic pattern was 
recorded only when a known antimito- 
chondrial serum was applied to the 
pigmented tissue sections as a posi- 
tive control test. Antimalignant mela- 
noma cytoplasmic antibodies have not 
been found in the six patients with 
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resolving halo nevus. An increased 
incidence of thyroid microsomal (20%; 
P< .01), gastric parietal cell (13.7%; 
P<.01), and pancreatic islet-cell 
(7.2%; P< .01) antibodies was found 
as compared with the incidence in 
normal controls, while no relevant 
incidence of thyroglobulin, adrenal, 
antinuclear, smooth muscle, and mito- 
chondrial antibodies was obtained. 
Comment.—Antimelanoma cell anti- 
bodies were demonstrated by IFT on 
cell smears in serum samples from 


patients with vitiligo associated with 


resolving halo nevus.” We could not 
confirm such a report on melanoma 
cryostat sections in a small number of 
serum samples from patients with a 
similar eutaneous pigmentary disor- 
der, 

The increased incidence of some 
organ-specific autoantibodies, con- 
firmed in our study, is, up to date, the 
most important support to an autoim- 
mune cause of idiopathic vitiligo.'?*^ 
However, previous workers” and our- 
selves failed to demonstrate specifie 
autoantibodies to malignant or nor- 
mal melanocytes in sera from patients 
with isolated vitiligo, so the evidence 
for an autoimmune mechanism in the 
pathogenesis of this disease must 
remain at best indirect. 

CoRRADO BETTERLE, MD 

GIAN FRANCO DEL Prete, MD 
ANDREA PEsERICO, MD 
GIORGIO BERSANI, MD 
FRANCO CanaccioLo, MD 
ALBERTO Trisotto, MD 
Padua, Italy 

FLAvio PocGi, MD 

Ferrara, Italy 
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Long-Term Intramuscular 
Administration of Triamcinolone 
Acetonide 


To the Editor.—In their article (Arch 
Dermatol 111:1585, 1975), Carson et al 
erred when they used the metyrapone 
test to assess hypothalamic-pituitary- 
adrenal (HPA) axis responsiveness to 
"stress" in patients still receiving 
triamcinolone acetonide therapy in- 
tramuscularly. 

“Certain precautions should be tak- 
en in a metyrapone test. First, the 
patient should not simultaneously 
receive drugs that suppress ACTH 
secretion (exogenous  glucocortico- 
steroids)..." That is, the metyra- 


pone test seeks to create “stress” by 


blocking the endogenous production 
of cortisol, thus creating a deficiency 
in circulating glucocorticosteroids. 
Then the normal HPA axis response is 
to sense the deficiency, increase the 
release of ACTH, and, ultimately, 
increase measurable plasma 11-deoxy- 
cortisol. However, if the patient is 
already receiving significant doses of 
triamcinolone acetonide, no deficiency 
can develop and hence no “stress” can 
occur because metyrapone has no 
effect on exogenous circulating gluco- 
corticosteroids. 

Therefore, in the patient receiving 

treatment, the HPA axis will fail to 
respond, not because it is necessarily 
incapable of responding to “stress,” 
but simply because it is not being 
“stressed.” It may be also that the 
patient is incapable of responding; 
however, one cannot tell that from 
this test. 

Intramuseularly given triamcino- 
lone acetonide is a long-acting gluco- 
corticosteroid. After a single 40-mg 
intramuscular injection, significant 
plasma levels are measurable for up to 
14 to 21 days; Thus, circulating triam- 
cinolone acetonide would certainly 
have been present in case 1 five days 
after the first dose. Also, it may well 
have been present in all the other 
patients whose levels were measured 
while they were receiving therapy 
because the interval since the previous 
dose was not specified. Caution should 
be used in assessing the value of 
metyrapone tests in such patients. 

DALE PEARLMAN, MD 
Stanford, Calif 

Ll Williams RM (ed): Texthook of Endocrinol- 
idm 5. Philadelphia, WB Saunders Co, 1914, 
i 2. Kusama M, Sakauchi N, Kumaoka S; Studies 
of plasma levels and urinary exeretion after 
intramuscular injection of triameinolone aceto- 
nide. Metabolism 20:590-596, 1971. 
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| In Reply.—In response to Dr Pearl- 


man's letter, three important points 
should be stressed that are subtly 
present in our report. First, a normal 
morning premetyrapone serum corti- 


. gol level indicates ACTH is available. 


Second, the fact that the serum 
cortisol level falls by more than 50% 
after metyrapone therapy indicates 
the circulating glucocorticosteriod is 
endogenous and not exogenous. Third, 
failure of plasma 11-deoxycortisol to 
increase significantly after metyra- 
pone therapy shows there is an inade- 
quate hypothalamic-pituitary-adrenal 
(HPA) axis reserve. Of the many 


3 -metyrapone test results we obtained 


| E for our study, only a few showed all | 


these facets. 









. More simply, metyrapone testing is 
an appropriate measure of the func- 
tion of the HPA axis and correlates 
well with other stressful and more 
: hazardous tests (eg, insulin-induced 


de D hypoglycemia). Inability of a com- 


 promized HPA axis to respond to 


2€ 


elated 


stress is therefore assumed by a posi- 
tive metyrapone test. 

The patient in case 1 in our report 
was tested during therapy with triam- 
cinolone acetonide to serve as a 
control for our metyrapone results. 
That patient as well as the other four 
were followed up after the last dose of 
triamcinolone acetonide to ascertain 


how long it takes the HPA axis to 


recover from long-term treatment. 
T. E. CARSON 
Oakland, Calif 


Condyloma Acuminata in Infants 
and Children 


To the Editor.-With the current 
epidemic of condyloma acuminata in 


all social groups, it is important to 
alert clinicians about the appearance 
of these moist warts in infants and 


children. In previous years, such an 
occurrence was rare.’ Recently, three 


patients have been observed in the 
Department of Dermatology. The pa- 
tients included a 14-month-old boy 
and a 3-year-old boy, both with exten- 
sive perianal condyloma acuminata. In 
each family, there was a history of 
condyloma acuminata in an adult. The 
third patient was a 16-year-old boy 
whose condyloma acuminata was asso- 
with recurrent periungual 
warts of two years’ duration. 

The spread of the moist wart in a 
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family is rarer than the spread of the 
common digital or plantar wart in a 
family group. In our experience, it is 
uncommon for the moist condyloma 
acuminata to spread to the hands and 
feet. The spread of condyloma acumi- 
nata is usually to the adjacent areas. 
Extensive florid lesions are usual to- 
day. Because of the extent of the 
lesions and frequency of recurrences, 
it has been necessary to do exten- 
sive surgery, including vulvectomy 
through laser surgery in several of our 
patients. 


Clinicians now must question their 


patients with condyloma acuminata to 
determine a possible spread in the 
family to infants and children. 
LEON GOLDMAN, MD . 
MICHAEL FELDMAN, MD 
STEPHEN Levitt, MD 
Cincinnati 


1. Goldman L, Clark GE: Infectious papilloma 
(so-called condyloma acuminata) with genital, 


perineal and lip lesions in a 3-year-old child. Urol 


Cutan Rev 44:678, 1940. 


Antinuclear Antibodies in Lupus 
Erythematosus 


To the Editor.—In the recent article by 
Prystowsky and Gilliam (Arch Der- 
matol 111:1448, 1975), the authors 
stated that the “speckled” pattern 
was seen in patients with both 
systemic lupus erythematosus (SLE) 
and discoid lupus erythematosus 


(DLE). This is a particularly unfortu- | 


nate choice of terminology as it per- 
petuates the confusion that exists re- 
garding nuclear immunofluorescent 
pattern nomenclature. True speckles 
consist of multiple, evenly distributed, 
small round “pepper dots” and are 
mainly seen in scleroderma and Ray- 
naud disease but not in LE.’ Converse- 
ly, another particulate nonhomoge- 
neous pattern, the thready pattern, is 
seen primarily in LE, occasionally in 
scleroderma, but not in rheumatoid 
arthritis. There are at least nine par- 
ticulate patterns that may be seen in 
LE.” These patterns must be differen- 
tiated from the true speckles.’ True 
speckles were not seen in any of the 
533 patients with LE that we studied.' 
The “speckles” that the authors found 
in the LE patients could at times have 
represented one and at other times 
another of any of the nine particulate 
patterns seen in LE, but probably 
never true speckles. The reason that 
the authors’ “speckled” pattern “was 
















morphologically somewhat variable 
is therefore simply that up to nine 


different particulate nonhomoge- - 
neous patterns were all classified as 
“speckled.” 


To avoid further confusion, it is . 
preferable to use the term “particu- | 
late pattern” rather than “speckled” if ^. 
accurate morphologic pattern identifi- «— 
cation is not aimed for. With this in ^ 
mind, the authors’ data confirm that | 
nuclear immunofluorescent patterns 
are extremely helpful in evaluating. 
patients with LE. We found similarly .. 
that patients with DLE demonstrated . 
primarily a particulate pattern. Par 
tients with a particulate patter 
classified as particulate only as lo g 
as any concomitant homogeneous 
fluorescence had an insignificant titer 
(below 160). None of the patients with 
DLE had a significant homogeneous : 
titer (160 or greater). | 

Conversely, we also reported. that a 
signifieant homogeneous tite id 
especially the peripheral pat erns, 
were associated with more severe SLE 
and a higher incidence of kidney = 
involvement that if only a particulate ^ = 


pattern other than the thready pat- 
tern was seen.’ The thready pattern. 


was found to be so far the only partic - 
ulate nonhomogeneous pattern not in 

the good prognostic group, in that 33% 

of SLE patients with this pattern had . 
kidney involvement.’ This makes the 
recognition of this pattern (thready) ^. 
and its separation from the other <o 
particulate patterns extremely impor- 

tant As the thready pattern is 


probably ‘associated with the sharp 


antibody to ribonuclease-resistant ex- 
tractable nuclear antigen (ENA) 
anti-ENA antibodies should be deter- 
mined in patients with the particulate > 
patterns if detailed morphologic eval- . 
uation is not being done. 

THOMAS K. BURNHAM, MB, BS 

(LONDON) 
Detroit 


l1. Burnham TK, Bank PW: Antinuclear anti- 
bodies: I. Patterns of nuclear immunofluores- 
cence. J Invest Dermatol 62:526-534, 1974, 

2. Burnham TK: Antinuclear antibodies: II. 
The prognostic significance of nuclear immuno- 
fluorescent patterns in lupus erythematosus 
Arch Dermatol 111:208-207, 1975. 

3. Burnham TK, Bank PW: Antinuclear anti 
bodies—clinical significance of the nuclear immu- 
nofluorescent patterns. Am J Clin Pathol 64:288- 
290, 1975. | 

4, Sharp GC, Irwin WS, Tan EM, et al: Mixed 
connective tissue disease—an apparently distinct - 
rheumatic disease syndrome associated with a _ 
specifie antibody to an extractable nuclear 
antigen (ENA). Am J Med 52:148:159, 1972. 
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Today's woman can't hide an unsightly 
dermatosis, making effective treatment a 
necessity. 

With its unique four-way action, 
Vioform* -Hydrocortisone provides the kind 
of comprehensive therapy that many common 
dermatoses* require, particularly those in- 
fected with fungi or bacteria. 


*This aus has been evaluated as possibly effective for these indi- 
cations. See brief prescribing information, 


z Vioform®-Hydrocortisone 


(iodochlorhydroxyquin and hydrocortisone) 





INDICATIONS 
Based on a review of this drug by the Nationat Academy of 
Sciences-National Research Council and/or other information, 
FDA has classified the indications as follows: — — . 
"Possibly" effective: Contact or atopic dermatitis; impetigi- 
nized eczema; nummular eczema; infantile eczema; endoge- 
nous chronic infectious dermatitis; stasis dermatitis; pyoderma; 
nuchal eczema and chronic eczematoid otitis externa; acne 
urticata; localized or disseminated neurodermatitis; lichen 
simplex chronicus; anogenital pruritus (vulvae, scroti, ani); 
folliculitis; bacterial dermatoses; mycotic dermatoses such as 
tinea (capitis, cruris, corporis, pedis); moniliasis; intertrigo. 
Final classification of the less-than-effective indications requires | 
further investigation. 


















CONTRAINDICATIONS . "E 
Hypersensitivity to Viotorm-Hydrocortisone, or any of its ingredi- 
ents or related compounds; lesions of the eye; tuberculosis of the 
skin; most viral skin lesions {including herpes simplex, vaccinia, 
and varicella). 
WARNINGS l 
This product is not for ophthaimic use. 
in the presence of systemic infections, appro- 
priate Systemic antibiotics should be used, 
Usage in Pregnancy | . 
Although topical steroids have not been 
reported to have an adverse effect on preg- 
pan the safety of their use in pregnant 
females has not been established. Therefore, 
they should not be used extensively on preg- 
nant patients in large amounts or for pro- 
longed periods of time. 


ydroco 


PRECAUTIONS | . 
May prove irritating to sensitized skin in rare cases. If this occurs, 

discontinue therapy. May stain. | 
If used under occlusive dressings or for a prolonged period, watch | 


for signs of pituitary-adrenal axis suppression. | a 
May interfere with thyroid function tests, Wait at least one month 
after discontinuance of therapy before performing these tests. The 
ferric chioride test for phenylketonuria (PKU) can yield a false- 
positive result if Vioform is present in the diaper or urine. 
Prolonged use may result in overgrowth of nonsusceptible orga- 
nisms requiring appropriate therapy. 

ADVERSE REACTIONS i 

Few reports include: Hypersensitivity, focal SUD irritation, 
pruritus. Discontinue if untoward reaction occurs, Rarely, topical 
corticosteroids may cause striae at site of application when used 
tor SE periods in intertriginous areas. 

DOSAGE 


Apply a thin layer to affected areas 3 or 4 times daily. 

HOW SUPPLIED 

Cream, 396 iodochiorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearyl aicohol, cetyl alcohol, 
Stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 
water; tubes of 5 and 20 Gm. Ointment, 3% iodochlorhydroxyquin 
and 1% hydrocortisone in a petrolatum base; tubes of 20 Gm. 
Lotion, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 
water-washable base containing stearic acid, cetyl alcohol, fanolin, 
propylene glycol, sorbitan trioleate, nolysorbate 60, triethanolamine, 
methylparaben, propylparaben, and perfume Flora in water; plastic 
squeeze bottles of 15 mi. Mild Cream, 3% iodachiorhydroxyquin 
and 0.5% hydrocortisone in a.water-washable base containing 
stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 
laury: sulfate, and glycerin in water; tubes of Ye and 1 ounce. 

Mild Ointment, 3% iodochlorhydroxyquin and 0.5% hydrocortisone 
in a petrolatum base; tubes of 1 ounce, 


Consuit complete product literature before prescribing. 
CIBA Pharmaceutical Company 


Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 
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A New Skin Cleansing System 
for Your Acne Patients. 


BUF jc 


BUF-PUF Nonmedicated Cleansing Sponge and BUF Acne Cleansing Bar team up 
to provide the gently abrasive, thorough cleansing that acne patients need. 


& TM 
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Nonmedicated Cleansing Sponge Acne Cleansing Bar 
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e Unique nonwoven polyester * Cleans the skin and removes 
sponge removes dirt and dead : excess oils 
skin cells WERIT: e Contains drying agents—sulfur 

e Helps loosen existing comedones EAA and salicylic acid 
and preventformation of new ones * Mild, nonirritating, soap-free 

* 93% patient acceptance in ¢ pH compatible with that of the skin 
clinical trials* 


Available at pharmacies. 








SUBSIDIARY OF 


Riker Laboratories, Inc. 


NORTHRIDGE, CALIFORNIA 91324 COMPANY 
Member Company 
b Certified Medical Representatives Institute, Inc 


*Data on file, Medical Department, 
D Riker Laboratories, Inc 
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F News and Notes 


Joint Postgraduate Meeting.— There 
will be a joint meeting sponsored by 
the Department of Dermatology of 
the University of California at San 


Francisco Medical School and the 


< -Cleveland Clinic, Nov 5-9, 1976, at the 
~u. Mauna Kea Beach Hotel in Kamuela, 








„Hawaii. The faculty will be largely. 
comprised of both institutions. For 
registration 
gram, 
Clinic Dermatology Department, 9500 


information and pro- 
write. either the Cleveland 


xc Euclid Ave, Cleveland, OH 44106, or 


So. 


the Dermatology Department of the 
University of California at San Fran- 
eiseo, San Franciseo, CA 94143. 


Practical Course in Dermatologic His- 
tology for Technicians (Course 527).—A 
one- or two-week course is being 
offered that is designed to teach his- 
tology to technicians, by precept and 
practice, special procedures and meth- 


ods for dealing with technical prob- | 


lems of preparing material for histo- 
logic interpretation. In the laboratory, 
the participant will perform all proce- 
dures of embedding, cutting, and 
staining specimens. Special proce- 
dures will be emphasized, such as the 
processing of nails and calcified 


tissues, proper grossing, and orienta- 


tion of small specimens such as those 
taken by the punch and slice biopsy 
techniques. 

In sum, the purpose of this course is 
to enable histology technicians to 
produce slides of faultless quality for 
the pathologist. 

The fee is $300 per week. Requests 
for applications should be mailed to 


A. Bernard Ackerman, MD, Director, | 


Dermatopathology Section, New York 
University Medical Center, 562 First 
Ave, New York, NY 10016. 


European Society for Dermatological 
Research Workshop.—The Department 
of Dermatology, Hvidovre Hospital, 
University of Copenhagan, announces 
that on Friday, Sept 24, 1976, it will 
present a workshop titled Prostaglan- 
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dins and Cyclic Nucleotides: Dermato- 
logical Aspects. 

This is the first of a series of basic 
workshops in various areas of investi- 
gative dermatology sponsored by the 
ESDR. The workshop will take place 
at "Rungstedgaard" Congress Center 
in Copenhagen. The participants will 
have one full day for the discussions. 
Accommodation for two nights and 
meals will be covered. The number of 
participants (active contributors) will 
be limited to 20. Applicants are asked 
to supply information on their contri- 
butions and fields of interest before 
Aug 1, 19776. 

Anyone wishing to contribute to 
this meeting should contact either 
Prof Maleolm W. Greaves, the Insti- 
tute of Dermatology, St John's Hospi- 
tal for Diseases of the Skin, Lisle St, 
Leicester Square, London WC2H TBJ, 
England, or Prof Jørgen Søndergaard, 
Department of Dermatology, Hvi- 
dovre Hospital, Kettegaard alle 30, 
DK-2650 Hvidovre, Copenhagen, Den- 
mark. 


Research Training Fellowship 
Award.—The Society for Investigative 
Dermatology is pleased to announce 
that it will again offer research 
fellowship awards. These are designed 
for individuals embarking on academ- 
ic careers who wish to spend one or 
more years working primarily in basic 
research. This training must be 
obtained under the guidance of a 
sponsoring investigator. The fellow- 
ships are not intended to support indi- 
viduals who have substantial teaching 


and/or patient care commitments. 


The award will provide a stipend of 
$16,000 per year. 

Applications may be obtained from 
W. Mitchell Sams, Jr, MD, Secretary- 
Treasurer, Society for Investigative 
Dermatology, Department of Derma- 
tology, North Carolina Memorial Hos- 
pital, Chapel Hill, NC 27515. 

Deadline for submitting applica- 
tions is Oct 1, 1976. Awards will be 
announced by Dec 15, 1976, and may 


commence any time between Jan 1 
and July 1, 1977. 


ESDR Annual Meeting.—The 1977 
Annual Meeting of the European 
Society for Dermatological Research 
will take place in the RAI Congrescen- 
trum in Amsterdam, May 2-4, 1977. 

Attendance at the scientific ses- 
sions will be open to all members, 
contributors, and guests. Nonmem- 
bers who wish to present a paper are 





available cryosurgical 








asked to submit an abstract. They will 
be invited to attend the meeting as: 
either contributors or guests. i 

Abstracts presented on the official: 
form should be postmarked Dec 15. 

Abstraet forms and information 
about the meeting can be obtained 
from Charles M. Lapiere, ESDR =- 
Secretary, Department of Dermatol- = 
ogy, Hôpital de Bavière, B-4020 Liège, 
Belgium. 





Insect Allergy Symposium. -pr E 
Claude A. Frazier, an allergist from 
Asheville, NC, will be ‘conducting a. 
one-half day symposium on the sub- 
ject of insect allergy at the combined : 
meeting of the Pan-American Medical 
Association and the Florida Allergy 
Association. This symposium is sehed-- 
uled for Oct 26, 1976, from 2 until 5 PM- 
at the Diplomat Hotel in Hollywood,. 
Fla. The meeting is scheduled for the 
week of Oct 24-29, 1976. mur c 

Some of the aspects of itisect allergy cU 
that will be covered in this symposium 
are allergic reactions to insect stings, —— 
including the fire ant; allergic reac 
tions to insect bites; in vitro diagnosis . 
and identification of insect allergens, = 
methods of prevention; toxicology of 
venoms; pesticides; immunology of 
venoms; hyposensitization. 

Approximately six specialists in the 
field of allergy are expected to speak 
at this symposium. 


Third Annual 
Seminar.— The Rudolph Ellender Medi- . 
eal Foundation will be presenting this = 
course on Oct 2 and 3, 1976, in New 
Orleans and will take the registrant = 
from the basic science of eryobiology |... 
through practical management of þe- -< 
nign and malignant tumors or condi- — 
tions amenable to cryosurgery. Gener- ^ . 
al therapeutic principles and specific 
techniques will be thoroughly dis- = 
cussed in lectures and demonstrated =< 
by live patient presentations. A labo- — 
ratory section on the use of currently - 
instruments 


Dermatocryosurgical 





will be included. 

The faculty will be Richard F. Elton, 
MD, clinical assistant professor, De- 
partment of Dermatology, Wayne 
State University, Detroit; Andrew 
Gage, MD, chief, Surgical Service, and 
chief of staff, Veterans Administra- 
tion Hospital, Buffalo; Gloria F. Gra- 
ham, MD, assistant clinical professor 
of dermatology, University of North = 
Carolina; Ronald R. Lubritz, MD, clin- . 
ical associate professor of medicine 
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(dermatology), Tulane University 
school of Medicine, New Orleans; 
Peter Mazur, PhD, senior staff biolo- 
gist, Biology Division, Oak Ridge 
National Laboratory, Oak Ridge, 
Tenn; Thomas J. Meek, MD, instructor 
(dermatology), Louisiana State Uni- 
versity School of Medicine; William F. 
Spiller, MD, clinical associate profes- 
sor in dermatology, Baylor University 
Medical School, Houston; Douglas P. 
Torre, MD, clinical professor of medi- 
eine (dermatology), Cornell Univer- 
sity Medical College; Setrag A. Zacar- 
ian, MD, assistant clinical professor of 
dermatology, Boston University 
School of Medicine. 


Dermatomycology Course.—There 
will be a course in dermatomycology 
designed for dermatologists, clinical 
pharmacologists, microbiologists, and 
other interested persons. Lectures and 
closely supervised laboratory demon- 
strations will be included. 

The course will be held at the Uni- 
versity of California, San Francisco. 
For information, please write Ex- 
tended Programs in Medical Educa- 
tion, Room 569 U, San Francisco, CA 
94143 or call (415) 666-4251. 

The faculty includes Drs Raza Aly, 
Howard Maibach, Carolyn Halde, Mi- 
chael Rinaldi, Milton Huppert, H. B. 
Levine, D. Pappagione, Paul Jacobs, 
David Stevens, and Mss. E. Tennis, 
Ann Fraher, S. Chirley, and M. 
Loudermilk. 


Western Regional Meeting of SID.— 
The Western Regional Meeting of the 
Society for Investigative Dermatol- 
ogy will be held jointly with the 
Dermatology Subsection of the West- 
ern Section of the American Federa- 
tion for Clinical Research, the West- 
ern Society for Pediatrie Research, 
the Western Association of Physi- 
clans, and the Western Society for 
Clinical Research. The meeting will be 
held Feb 2-4, 1977, in Carmel, Calif. 

Inquiries may be addressed to 
Gerald G. Krueger, MD, Head, Divi- 
sion of Dermatology, University of 
Utah College of Medicine, Salt Lake 
City, UT 84132. 

Abstracts are solicited and must be 
received by Oct 8, 1976, and should be 
submitted on eurrent AFCR or SID 
forms. 

Following the Dermatology Subsec- 
tion, the SID will present a sympo- 
sium titled Monocytes and Macro- 
phages in Health and Disease. 
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Symposium.—' The Second European 


Society for Dermatologieal Researeh 


Clinically Orientated Symposium will 
be held in Cardiff, Wales, on Friday, 
Jan 28, 1977. The subject will be the 
ichthyoses. All those who are inter- 
ested in participating should write to 
Dr R. Marks, Senior Lecturer and 
Consultant, Department of Medicine, 
Welsh National School of Medicine, 
Heath Park, Cardiff CF4 4XN, 
Wales. 


Reference Sera Available for Antibod- 
ies.— Reference sera for antinuclear 
antibodies, smooth-muscle mitochon- 
drial antibodies, two types of thyroid 
antibodies, and other tissue antibodies 
detected by immunofluorescence tests 
are available for laboratory directors 
and responsible laboratory workers 
through the International Service for 
Immunodermatology Laboratories 
(ISIL), a nonprofit foundation. One of 
the objectives of the ISIL is to assist 
responsible laboratory workers to 
achieve more reproducible and reliable 
clinical laboratory tests in the diag- 
nosis of autoimmune diseases. 

The following four groups of refer- 
ence sera are available: (1) antinuclear 
antibodies, (2) smooth-muscle and 
mitochondrial antibodies, (3) thyroid 
cell and thyroglobulin antibodies, and 
(4) pemphigus and pemphigoid anti- 
bodies, ie, antibodies to intercellular 
and basement membrane antigens of 
skin and mucous membranes. 

Responsible laboratory workers 
may request sets of sera from any of 
these groups. A handling charge of 
$25 is made for each group requested. 
Requests may be made for groups of 
coded or uneoded sera. 

Coded sera include four samples 
identified by code number only and 
one reference serum that is identified 
in terms of the type of antibody it 
contains and its titer. As soon as the 
results are sent to the ISIL, a report of 
findings of a group of reference labo- 
ratories with the same sera is sent to 
the responsible laboratory worker. 

Uncoded sera include three samples 
that are identified in terms of the 
type of antibodies they contain and 
their titers. Both coded and uncoded 
sera are supplied with directions on 
how to do the test. 

For further information on these 
materials, write to ISIL, S219 Sher- 
man Hall, State University of New 
York at Buffalo, Buffalo, NY 14214. 
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| FULVICIN-U/F* Ta 
griseofuivin (micro 






biets brand of — 

'ofuivin (microsize) tablets, U.S.P. 
LINICAL CONSIDERATIONS 
INDICATIONS Griseofulvin is indicated for 
the treatment of ringworm infections of the 
skin, hair, and nails, namely: Tinea corporis, 
Tinea pedis, Tinea cruris, Tinea barbae, 
Tinea capitis, Tinea unguium (onychomycosis) 
when caused by one or more of the following 
genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton men- 
tagrophytes, Trichophyton interdigitalis, 
Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton 
crateriform, Trichaphyton sulphureum, 
Trichophyton schoenieini, Microsporurn 
audouini, Microsporum canis, Microsporum 
gypseum, Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi re- 
sponsibie for the infection should be identified. 

The use of this drug is not justified in 
minor or trivial infections which will respond 
to topical agents alone. 

Griseofulvin is not effective in the follow- 
ing: Bacterial infections, Candidiasis 
(Moniliasis), Histoplasmosis, Actinomycosis, 
Sporotrichosis, Chromoblastomycosis, 
Coccidioidomycosis, North American Blasto- 
mycosis, Cryptococcosis (Torulosis), Tinea 
versicolor. Nocardiosis. 
CONTRAINDICATIONS This drug is contra- 
indicated in patients with porphyria, hepato- 
cellular failure, and in individuals with a 
history of sensitivity to griseofulvin. 
WARNINGS Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections havenot been established. 

Animal toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5-2.5% 
of the diet, resulted in the development of 
liver tumors in several strains of mice, 
particularly in males, Smaller particle sizes 
result in an enhanced effect. Lower oral 
dosage levels have not been tested. Sub- 
cutaneous administration of relatively small 
doses of griseofulvin, once a week, during 
the first three weeks of life has also been 
reported to induce hepatomata in mice. 
Although studies in other animal species 
have not yielded evidence of tumorogenicity, 
these studies were not of adequate design to 
form a basis for conclusions in this regard. 

in subacute toxicity studies, orally admin- 
istered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been seen 
in other species. Disturbances in porphyrin 
metabolism have been reported in griseofulvin- 
treated laboratory animals. Griseofulvin has 
been reported to have a colchicine-like effect 
on mitosis and cocarcinogenicity with methyl- 
cholanthrene in cutaneous tumor induction 
in laboratory animals. 

Usage in pregnancy: The safety of this drug 
during pregnancy has not been established. 

Animal reproduction studies: It has been 
reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic 
on oral administration to pregnant rats. Pups 
with abnormalities have been reported in 
the litters of a few bitches treated with griseo- 
fuivin, Additional animal reproduction studies 
are in progress, 

Suppression of spermatogenesis has been e 
reported to occur in rats, but investigation in 
man failed to confirm this. 

PRECAUTIONS Patients on prolonged ther- 
apy with any potent medication should be 
under close observation. Periodic monitoring 
of organ system functions, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species 
of Penicillium, the possibility of cross sen- 
sitivity with penicillin exists; however, known 
penicillin-sensitive patients have been treated 
without difficulty. 

Since a photosensitivity reaction is occa- 
sionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure 
to intense natural or artificial sunlight, Should 
a photosensitivity reaction occur, lupus 
erythematosus may be aggravated. 

Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that patients 
receiving these drugs concomitantly may 
require dosage adjustment of the anticoagu- 
lant during and after griseofulvin therapy. 

Barbiturates usually depress griseofulvin activ- 
ity and concomitant administration may require 
a dosage adiustment of the antifungal agent. 
ADVERSE REACTIONS When adverse 
reactions occur, they are most commonly of 
the hypersensitivity type, such as skin rashes, 
urticaria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of therapy 
and appropriate counter-measures. Paresthe- 
sias of the hands and feet have been re- 
ported rarely after extended therapy. Other 
side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion, and impairment 
of performance of routine activities. 

Proteinuria and leukopenia have been re- 
ported rarely. Administration of the drug should 
be discontinued if graulocytopenia occurs. 

When rare, serious reactions occur with 
griseofulvin, they are usually associated with 
high dosages, long periods of therapy, or both. 

AVAILABLE in 125 mg., 250 mg., and 500 


mg. scored tablets. 

010 AUGUST 1973 
For more complete details, consult package 

insert or Schering literature available from 

your Schering Representative or Professional 

Services Department, Schering Corporation, 

Kenilworth, New Jersey 07033. 


, See Clinical Considerations on opposite page. COPYRIGHT © 1975, SCHERING CORPORATION. ALL RIGHTS RESERVED. 


"I T-:IfED TH: RB: EuTIC ER 
 PLRSITIR LEVELS WITH ONLY 
E TABLET A DAY 








Adapted from Symchowicz, S., and Katchen, B.: J. Pharm. Sci. 57:1383, 1968. 


The above graph depicts average peak serum plasma levels of FULVICIN-U/F following once-daily dosage 
of one FULVICIN-U/F 500 mg. tablet given before breakfast to six normal subjects for a seven-day period. 


Hours of fungistatic action at ringworm sites 


The above graph on plasma levels of FULVICIN-U/F 500 mg. in once-daily dosage indicates that this dosage is 
adequate to keep the antibiotic available for antifungal action in the keratin precursor cells where fungi have 
invaded. With the growth checked by the fungistatic action, the fungi are cast off as the keratin grows out and 
sloughs off. Healthy tissue replaces infected keratin of skin, hair, and nails. 


Clinical efficacy, safety, and convenience 


The Ultra-Fine form of FULVICIN®—in clinical use for over 15 years—possesses two vital keys to Success in 
long-term ringworm therapy: product familiarity, and the confidence that comes after years of effective and safe 
therapy. For your patient: dosage simplicity. The easy-to-remember, once-a-day routine that helps avoid dosage 
delinquency and the possibility of therapeutic setbacks when therapeutic plasma levels are not maintained. 





Kenalog® Cream 0.025%, 0.1%, and 0.5% (Triamcinolone Acetonide 
Cream U.S.P.) provide 0.25 mg., 1 mg., and 5 mg. triamcinolone acetonide 
per gram, respectively, in a vanishing cream base. Kenalog Ointment 
0.025%, 0.1%, and 0.5% (Triamcinolone Acetonide Ointment U.S.P.) 
provide 0.25 mg., 1 mg., and 5 mg. triamcinolone acetonide per gram, 
respectively, in Plastibase® (Plasticized Hydrocarbon Gel), a polyethylene 
and mineral oil gel base. Kenalog Lotion 0.025% and 0.1% (Triam- 
-cinolone Acetonide Lotion) provide 0.25 mg. and 1 1 
acetonide per mi., respectively, in a lotion base. Ke 

jnolone Acetonide Aerosol N.F.) 
acetonide per 50 grane in an iso 

7%) and propellan 


Kenalog Cream 
Triamcinolone Acetonide 
Cream U.S P. 


os aw 


INDICATIONS: These preparations are indicated for relief of the 
inflammatory manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contraindicated in viral 
diseases of the skin, such as vaccinia and varicella, and in patients with 
a history of hypersensitivity to any product component. These prepara- 
tions are not for ophthalmic use, Topical steroids should not be used 
when circulation is markedly impaired. 


. WARNINGS: Usage in pregnancy—Aithough topical steroids have not _ 


| to have an adverse effect on the fetus, the safety of their -~ 
egnancy has not been absolutely established; therefore, _ 
oft ti le EX Veo EAD 


een reporte 


LET mS 


ating effec 


Kenalog Ointment 


TIriamcinolone Acetonide 
Ointment USP. 





PRECAUTIONS: Administer suitable antifungal! or antimicrobial therapy. 

if infection exists; if there is not a prompt, favorable response, discon- 
tinue the corticosteroid until the infection has been adequately controlled. 
Discontinue the drug and institute appropriate therapy if irritation 
develops. If extensive areas are treated or if the occlusive technique is 
used, the possibility exists of increased systemic absorption of the : 
corticosteroid and suitable precautions should be taken. When the spray 
-formulation is used about the face, the eyes s should be covered and — 
inhalation of the spray voided. 


Kenalog Spray 


Triamcinolone Acetonide 
Aerosol N.F. 


| SQUIBB' © 1976 E.R. Squibb & Sons, Inc. 326-501 
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dressings: burning sensations, itching, irritation, dryness, folliculitis, sec- 
ondary infection, skin atrophy, striae. miliaria, hypertrichosis, acneform 


UR iron’ maceration of the skin. and Dypoplgiertauon comar sensi- 


Kenalog Lotion 


Triamcinolone Acetonide 
Lotion 
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LOTION 


GAMMA BENZENE 
FIEXACHLOIRIDE USP. 1% 


Gets the Mites. 





Gets the Larvae. 
Gets the Eggs. 





Contraindications: GAMENE LOTION and 
SHAMPOO is contraindicated in indi- 
viduals who develop hypersensitivity to 
the product or to any of its components. 
Warning (Gamene Shampoo only): Lipoid 
solvents enhance the percutaneous absorp- 
tion of gamma benzene hexachloride. Pro- 
longed or repeated applications should be 
avoided. Specific anti-infective measures 
should be instituted where secondary 
infection is present. Precautions: If acci- 
dental ingestion occurs, prompt institution 
of gastric lavage will rid the body of large 
amounts of the toxicant. However, since 
oils favor absorption, saline cathartics for 
intestinal evacuation should be given 
rather than oil laxatives. Central nervous 
system manifestations can be diminished 
by the administration of pentobarbital or 
phenobarbital in sufficiently large doses 
to the limit of their therapeutic effective- 
ness. It is not desirable to depress the 
patient to the point of hypnosis. However, 
persons poisoned by stimulants may tol- 
erate large doses of barbiturate without 
undue depression and with great benefit. 
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Intravenous calcium gluconate may be 
used in conjunction with the barbiturates. 
Epinephrine should not be used because 
ventricular fibrillation may result. If acci- 
dental contact with eyes occurs, flush with 
water. If irritation or sensitization occurs. 
discontinue the product and consult phy- 
sician. Adverse reactions: Eczematous 
eruptions due to sensitization of this 
product have been reported. 


Gamene™ Lotion. 
Pleasantly scented. 


Also, new for pediculosis: 
Gamene" Shampoo. Both 
available in 2 fl. oz. and 
16 fl. oz. shatterproof con- 
tainers. Complete patient 
information program. 


ew Gamene 
The Thorough Scabicide 


Caution: U. S. Federal law prohibits dispensing without prescription 


Barnes-Hind Pharmaceuticals, Inc. 
Sunnyvale, California 94086 












Are you fully aware 

of the health consequences 
to your patients and 
community? 


Infectious hepatitis and bacillary 
dysentery from water pollution. 
Bronchial asthma and emphy- 
sema from air pollution. Im- 
paired respiration and nausea 
from odor pollution. Hearing loss 
from noise pollution. Salmonel- 
losis and cholera from solid ec€0909000000000000000000000000000070996 


wastes. 


These diseases and conditions 
are but a few of the many health 
consequences of pollution. As 
the ones responsible for the 
medical care of patients, it is 
imperative that physicians stay 
abreast of the latest information 
on pollution and its medical 
consequences. 


To help, the American Medical 
Association has prepared some 
invaluable resource materials: 
The Physician's Guides to Air, 
Water, Noise, Odor, Solid Wastes, 
and Inorganic Environmental Pol- 


Order Department/American Medical Association S/J 
535 North Dearborn Street/Chicago, Illinois 60610 


Please send me the following Physician's Guides to Pollution: 


lutants. O All six guides $3.50 per set O Noise Pollution OP-402 75¢ ea. 
These guides are designed to O Water Pollution OP-401 75€ ea. O Odor Pollution OP-403 75€ ea. 
fond O Solid Wastes OP-426 75€ ea. O Inorganic Environmental 
bie t oce fpore O Air Pollution OP-400 75€ ea. Pollutants OP-427 75€ ea. 
and health effects of pollution Please enclose payment (Bulk rates available) 
) ^ ‘ Send to: 
and to identify, develop and pro- 
mote medicine’s role and re- Name 
sponsibility with respect to pol- 
lution. Address 


Order your copies today. Just 
complete the coupon. 


City/State/Zip 
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The Society Proceedings are 
edited by Dr Morris Waisman, 806 
First Federal Bldg, 220 Madison St, 
Tampa, FL 33602. Transactions and 
photographs should be sent, in dupli- 
cate, directly to him. 


MONTREAL DERMATOLOGICAL 
SOCIETY 
September 28, 1974 


Jean-Mario Giroux, MD, Recorder 


Mycosis Fungoides, Stage ll. Presented 

by JEAN-Mario Giroux, MD 

A 79-year-old man has had pruritic poiki- 
lodermatous lesions on the trunk and 
extremities for about five years and 
several erythematous infiltrated plaques 
on the buttocks and lower extremities. 
There is a 4-cm tumor in the left groin. 


Discussion 


DR MADELINE LANDRY: We plan to desen- 
sitize this patient before treating him topi- 
cally with nitrogen mustards. Would any- 
one agree with this, or should we treat him 
without prior desensitization and desensi- 
tize only if he develops an allergic reac- 
tion? 

Dr Roy FonsEv: We are treating several 
patients who had desensitization, and this 
method works satisfactorily. Some years 
ago, we treated a patient who developed an 
allergic contact dermatitis. At that time, 
we believed this was necessary to get the 
desired effect on the disease. He became so 
allergic that he was unable to withstand 
the treatment, and, subsequently, he was 
desensitized and did well. According to Dr 
Eugene Van Scott, patients with mycosis 
fungoides who became sensitized can be 
desensitized, while patients with psoriasis 
cannot. 

DR CLAUDE GIRARD: Because of his age 
and his good condition, the patient should 
be treated conservatively. Possibly, an 
isolated tumor might be treated with x-ray 
therapy. We should spare him the difficul- 
ties of an allergic contact dermatitis. 

Dr R. WILKINSON: We have added BCG 
vaccine scarification in four patients with 
skin and lymph node tumors, when 
improvement with topical nitrogen-mus- 
tard therapy has stalled. Clinical and 
immunologic improvement resulted. Sixty 
milligrams of BCG vaccine was applied to 
10 x 10 em scarfications every two weeks 
for three treatments. Then, BCG vaccine 
was given orally every three months. 

Dr FonsEv: I would stress the use of 
x-ray therapy in some of the lesions that 
would melt easily. 


Nodulo-ulcerative Syphilis. Presented by 
Drs ANTOINE BITAR and JEAN-MARIO 
GIROUX 
A 24-year-old woman was seen in June 

1974 for a nodular lesion that had been 

present since December 1973 on the right 

leg. There was also a smaller nodule on the 


right forearm. In January 1974, she had 
received systemically given antibiotics and 
corticosteroids, without improvement. 

On examination, one sees at the upper 
third anterior aspect of the right leg, a 
6 x 4 em, brownish-red nodule that is not 
very firm (Fig 1). There is a 5-em nodule on 
the right forearm. Results of the following 
laboratory investigations were within nor- 
mal limits: hemoglobin level, white blood 
cell count, differential cell count, antinu- 
clear antibody test, lupus erythematosus 
clotting test, rheumatoid factor, and chest 
and kidney x-ray films. The purified 
protein derivative test was negative. The 
VDRL test for syphilis was positive, 
1:1,024. The Kolmer test was positive, and 
the fluorescent treponemal antibody ab- 
sorption value was 4+ on two occasions. 
The Treponema pallidum immobilization 
test was positive. Examination of spinal 
fluid was negative for serology, protein, 
and cells. 


Discussion 


DR MARCEL CADOTTE, pathologist, Hôtel- 
Dieu Hospital (by invitation): A biopsy of 
the lesion on the leg shows a very inflam- 
matory reaction in which one sees mainly 
plasma cells dispersed in the upper part of 
the dermis. Lower in the dermis, the 
plasma cells are mainly perivascular (Fig 
2), forming several nodules. The vascular 
walls are thickened (Fig 3). In some areas, 
the plasma cells are mixed with lympho- 
cytes and rare epithelioid cells without 
granuloma formation. This is compatible 
with nodular syphilis. 

Dr Bitar: A biopsy specimen obtained 
elsewhere showed only necrotic tissue. The 
dosage and nature of the antibiotic re- 
ceived is unknown. When the patient was 
confronted with the diagnosis of syphilis, 
she admitted a contact with an unknown 
man some 18 months ago. 

Dr FonsEy: When we saw a lot of cases 
of syphilis in the past, we would see more 
relapses and late secondary syphilis. These 
cases became more localized and more de- 
structive with each relapse or when they 
occurred late in the secondary phase. This 
patient has only two lesions, which is 
against its being a case of late secondary 
phase. 

In tertiary syphilis, you may see three 


Fig 1.—Nodular ulcerative lesion on leg. 
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types of lesions on the skin: nodular, nodu- 
lar-uleerative, and gummatous. Gummas 
not only involve the skin, but also the 
underlying structures and even the bones. 
This patient has a typical lesion of the 
nodular-ulcerative type. I believe that the 
infection was probably acquired at least 
ten years ago. I also wonder if she might 
not be a eongenital case. I do not believe 
the history of exposure means very much. 
It would be worthwhile to take her family 
history for any suggestive evidence of 
congenital syphilis. 

Dr GiROoUx: We believed that it was 
difficult to call this tertiary syphilis, since 
the patient was 24 years of age. We know 
for sure that she had a contact about 18 
months ago, but she may have had others 
much earlier. We could not see any stig- 
mata of congenital syphilis. 


Cutaneous Leishmaniasis. Presented by Dn 

MARIA ROZENFELD 

This 23-year-old woman has had for 
three years a red, nontender lesion on her 
right cheek that has been slowly enlarging. 
There is no history of tuberculosis. She has 
received various creams and antibiotics 
without any benefit. On examination, she 
showed a 2.5 x 3 em, soft, erythematous, 
bluish nodule on the right cheek, with 
minimal scaling on the surface (Fig 4). 


Fig 2.—Nodular ulcerative syphilis. Plasma 
cells around capillaries (original magnifi- 
cation x 400). 





Fig 3.—Nodular ulcerative syphilis. Vascu- 
lar hyperplasia and infiltration of lympho- 
cytes and plasma cells (original magnifica- 
tion x 400). 
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Fig 5.—Leishmaniasis. Touch smear from skin biopsy. 





Fig 6.—Dermolytic bullous dermatosis. 


Results of laboratory examinations, includ- 
ing complete blood cell count, blood chem- 
istry studies, purified protein derivative, 
and serum protein electrophoresis, were 
normal. Touch smears showed intracellu- 
lar bodies consistent with Leishmania 
(Fig 5). 


Discussion | 


Dr FonsEyv: In 1949, I reported a similar 
case. This lesion is typical. The incubation 
period can be very long, as was frequently 
observed following the Italian campaign in 
World War II. In my patient, the incuba- 
tion period was about four years, and his 
condition responded to local injections of 
emetine hydrochloride.’ 

Dr DonaLp C. MONTGOMERY: Twenty 
years ago, several cases of cutaneous leish- 
maniasis were seen in Ottawa, Canada. In 
one of our patients, the incubation period 
was six years. Most of the patients were 
treated with dry ice, and their conditions 
all improved. 


Reference 


1. Forsey RR: Cutaneous leishmaniasis (orien- 
tal sore). Can Med Assoc J 63:287-289, 1950. 

Pustulosis Palmaris et Plantaris. Pre- 

sented by DR RALPH D. WILKINSON 

This 45-year-old woman has had for 20 
years a pruritic vesicular eruption on her 
hands and feet that recurs approximately 
every two to three months and lasts for one 
month. There is no family history of skin 
disease or known allergies. 

Examination discloses marked keratosis 
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of the palms and soles, with adherent 
yellow-brown keratotic papules distributed 
randomly over these areas. No pustules are 
seen. 


Discussion 

Dr Barry Ross: Betamethasone under 
occlusion gives good results. Also, topically 
applied methotrexate can induce a pro- 
longed remission. 

Dr Forsey: The problem here is not only 
treatment, but also diagnosis. I don't 
believe that all cases are the same and, 
possibly, the ones that responded to the 
topical application of methotrexate are 
cases of pustular psoriasis. 

I don't know how to differentiate them, 
unless there are other psoriatic lesions. 
Secondly, they have spontaneous ups and 
downs. Thirdly, many of them are self- 
limited. It is difficult to assess any form of 
treatment. I put many patients on a 
regimen of sulfa, and the conditions of 
some improve. 

DR CLAUDE GIRARD: Bacterial and fungal 
cultures must be done. In the pustular 
bacterid of Andrews, foci of infection 
should be looked for. Adequate antibiotic 
therapy is supposed to heal the pustulosis. 
The other diagnosis is the palmoplantar 
pustular psoriasis of Barber. The behavior 
of this disease is, like psoriasis, one of 
exacerbations and remissions. The primary 
lesion is a pustule, and, if it is biopsied, one 
can see histopathological changes of pso- 
riasis at the border. This form of psoriasis 
is usually exacerbated by psychological 
factors. 

Dermolytic Bullous Dermatosis (DBD) Re- 
cessive Type. Presented by Drs MADE- 
LINE LANDRY and JEAN-MARIO GIROUX 
A 27-year-old woman has had bullous 

lesions since age 2 months. The lesions 
were localized on hands and upper extrem- 
ities (Fig 6). Later, she developed nasal 
obstruction and syndactylia. In 1970, she 
had interarytenoid resection of adhe- 
sions for laryngeal stenosis. Her parents 
are second-degree cousins. Four brothers 
of ten siblings are affected. One brother 
died at age 3 months. 


Discussion 


Dr MICHEL JOURNET, resident, Hótel- 
Dieu Hospital: This patient’s condition is 
“greatly improved” by orally given vitamin 
E in a dosage of 800 units daily. When the 
vitamin was stopped at the institution 
where she is now living, she had an exacer- 
bation of her disease. Although the precise 
mode of action of vitamin E is unknown, it 
is tempting to speculate that, since it is a 
potent stimulant of enzyme activity, it 
might inhibit the excessive collagenolytic 
activity previously reported in DBD or 
enhance the production of an enzyme 
necessary for its destruction. At the dosage 
usually used in this disease (300 to 3,000 
units daily), there are few important side- 
effects. 

Dr Giroux: One would expect that this 
liposoluble vitamin could accumulate and 
give signs of toxicity. 

DR GIRARD: There are indeed signs of 
toxic reactions reported. A muscular weak- 
ness may develop. 

Dr FonsEv: As we were looking at this 
patient, Dr Usher pointed out the flabbi- 
ness of the muscles. Whether this was 
attributable to the treatment or to atrophy 
by disuse is difficult to assess. 

Dr J. E. ApAM: Others have described 
gastrointestinal symptoms from high 
doses of vitamin E, including diarrhea. 

DR ANSELL: I would like to know in what 
way was the condition of the patient 
improved. The condition is active at this 
time. At a recent meeting of the New 
England Dermatological Society, Dr Fried- 
berg, who is the editor of the Journa! of 
Investigative Dermatology, stated that he 
has been unable to see any effect of 
vitamin E on the skin. 


THE CINCINNATI 

DERMATOLOGICAL 

SOCIETY 

Richard S. Moraites, MD, Recorder 

North American Blastomycosis. Pre- 
sented by the Department of Derm- 
atology, Univeristy of Cincinnati. 

A 54-year-old man has had culturally 
proved North American blastomycosis 
since 1963. He has had three long treat- 
ment courses of amphotericin B and one 
course of hydroxystilbamidine. He has also 
received outpatient treatments with infu- 
sions of amphotericin B that have brought 
his total dose to approximately 15 gm. 
Facial lesions have recurred from time to 
time, as well as mucosal lesions. He also has 
a pulmonary focus and involvement of the 
right fourth rib. 

His current therapy consists of intensive 
alternate-day amphotericin B and hydrox- 
ystilbamidine (30 to 50 mg of amphotericin 
B in 500 ml of 5% dextrose in water; 225 mg 
of hydroxystilbamidine in 250 ml of 5% 
dextrose in water). In this present course, 
the patient had received 900 mg of ampho- 
tericin B and 8 gm of hydroxystilbamidine 
without substantial deterioration of renal 
function. 
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Discussion 


|. DR Jan SCHWARZ: The recurrence of the 
E lesions for so many years cannot be under- 
^ stood, except by. postulating semiactive 
.. pulmonary lesions. His hoarseness sup- 
. ports the presence of a focus in the upper 
respiratory tract. The organism isolated 
from the patient has not developed resist- 
< ance to amphotericin B. 
. Dr Tuomas OLSEN: The residual serpigi- 
. nous lesion in the glabellad area was 
. excised, and attempts were made to find 
persistent organisms both by culture and 
^ by histopathologic techniques; however, no 
evidence of disease has been demonstrated 
‘by these methods. We plan to complete the 
2-gm course of amphotericin B and to give 
no further hydroxystilbamidine therapy, 
unless the cultures become positive. 


Eosinophilic Fasciitis. Presented by E. A. 
Kindel, Jr, MD, and the Department of 
Dermatology, University of Cincinnati. 
A 55-year-old woman had a history of 

tightness of the arms and neck for some 

months. The forearms showed deep puck- 
ered tightness of the flexor surface, with 


|^: some limitation of motion about the elbow. 
505 The tightness of the right forearm was less 


severe. There was some firmness about the 
neck. Her case was presented at the 


October meeting of the Cincinnati Derma- 


tological Society for recommendations for 
therapy. There had been no biopsy at that 
time. Dr John Goldman, Department of 
Rheumatology, Emory University, Atlan- 
ta, diagnosed eosinophilic fasciitis. Biopsy 
specimens from the skin and fascia of the 
left forearm showed eosinophilic infiltrate 
with changes resembling scleroderma. Her 
blood count showed 4% to 11% eosinophils. 
The bone marrow also showed eosinophilia. 
Additional laboratory data included the 
following serum values: IgG (600 to 1,500), 
1,224; IgA (60 to 290), 94; IgM (50 to 200), 
138; C3 (90 and 200), 98; and C4 (30 to 70), 
23. She has received intralesional cortico- 
steroid injections and orally given predni- 
sone, 30 mg daily, without substantial 
improvement. 


Discussion 


Dr, DanteL RicurrgLpD: Unless biopsy 
specimens are taken from deep within the 
fascia, the diagnosis of eosinophilie fas- 
elitis can be missed. The characteristic 
features, in addition to tissue eosinphilia, 
are collagen tissue changes deep in tissue 
resembling scleroderma. 

Dr Davin WEINSTEIN: Despite the fact 
that the patient has not responded to 
steroid therapy or manifested a hypergam- 
maglobulinemia, she has demonstrated a 


A characteristic deep fascial biopsy speci- 


© men, as well as a peripheral eosinophilia, 

and thereby partially fulfills the criteria 
. for this syndrome as originally discussed 
- by Schulman. 


Lethal Midline Granuloma. Presented by the 
Department of Dermatology, Univer- 
sity of Cineinnati. 

A 45-year-old woman developed respira- 
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. tory problems four months prior to admis- | - 
sion. She had sniffles, dryness in the 


mouth, and general malaise, followed by 
extensive eroding lesions of the hard 
palate. 

The x-ray film of the chest was normal 
on admission, but repeat x-ray films 
showed a confluent peripheral nodular 
infiltrate. Biopsy specimens from the 
palate and the lungs showed masses of 
necrotie material, many polys, some mono- 
nuclear cells, and occasional plasma cells. 
The few vessels seen did not show evidence 
of vasculitis. 

The therapy included prednisone, cephal- 
exin (Keflex), cyclophosphamide (Cytox- 
an). 


Discussion 


Dr Jupitru Burr: The patient died 
shortly after the presentation. No necropsy 
was obtained. 


Generalized Localized Scleroderma With 
Progressive Facial Hemiatrophy. Pre- 
sented by the Department of Dermatol- 
ogy, University of Cincinnati. | 
A 10-year-old girl had a seven-year 

history of pigmented indurated lesions 

starting below the right eye and spreading 
on her face. In recent years, the pigmented 
induration has spread rapidly on the 
thighs, the legs, and one foot. The dorsum 
of the right foot shows atrophic lesions. 

Biopsy specimens show localized sclero- 

derma and some areas suggesting lichen 

sclerosus et atrophicus. 

Laboratory studies disclosed the follow- 
ing findings: borderline iron deficiency 
anemia; reheumatoid arthritis latex, nega- 
tive; antinuclear antibody, negative; crea- 
tinine clearance, normal; blood chemistry 
studies and electrolytes, negative; chest 
x-ray film, normal. Thermography shows 
substantial changes in the circulation of 
the involved foot. 

Therapy with intralesional injections, 
topical applications of steroids of various 
types, p-aminobenzoic acid, nitroglycerin 
ointment, and vitamin E has been without 
meaningful effect. 


Discussion 


Dr Leon GOLDMAN: It is discouraging to 
watch a young child develop a progressive 
hemiatrophy of the face in spite of all 
attempts at therapy. We are doing a study 
of the value and limitations of thermog- 
raphy in linear scleroderma, especially of 
extremities, and of xerography for changes 
in density of dermal tissues. We have also 
consulted plastie surgeons. For facial hem- 
iatrophy, bone inserts have been partially 
effective; fat pads, after insertion, usually 


are absorbed. Also, full-thickness graft 
replacements around periarticular areas in 
linear scleroderma have been effective, in 


spite of the poor vascularization of the 
area. 

Dr STEPHEN Minroy: This patient has no 
evidence of visceral involvement. She will 
be observed closely for any circulatory 
impairment, and thermography will be 
repeated at a later date. 
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| (betamcthasope bensaa] Gel 0. 025% 


CAUTION: Federal law prohibits dispen- 
sing without prescription. 

Benisone Gel contains the active fluori- 
nated steroid compound, betamethasone 
benzoate, the 17-benzoate ester of beta- 
methasone. _ 

Each gram of 0,025% Gel contains 0.25 
mg of betamethasone benzoate in a spe- 
cially formulated gel base consisting of 
13.8% (w/w) alcohol, carboxyvinyl poly- 
mer, propylene glycol, disodium edetate, 
diisopropanolamine and purified water. 
The gel is self-liquefying, clear, grease- 
less and nonstaining. The active ingredi- 
ent is completely solubilized and remains 
in the clear film without crystallization 
after evaporation of volatile substances. 
Indications. Benisone Gel (betametha- 
sone benzoate) is intended for relief of the 
inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 
Contraindications. Topical steroids are 
contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. Topi- 
cal steroids are contraindicated in those 
patients with a history of hypersensitivity 
to any of the components of the prep- 
aration. 

This preparation is not for ophthalmic 
use. 

Precautions. If irritation develops, the gel 
should be discontinued and appropriate 
therapy instituted. 

In the presence of an infection, the use 
of appropriate antifungal or antibacterial 
agents should be instituted. If a favorable 
response does not occur promptly, the 
corticosteroid should be discontinued un- 
til the infection has been adequately con- 
trolled. If extensive areas are treated, or if 
the occlusive technique is used, the possi- 
bility exists of increased systemic absorp- 
tion of the corticosteroid, and suitable 
precautions should be taken. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 
nant females has not absolutely been es- 
tablished. Therefore, they should not be 
used extensively on pregnant patients, or 
in large amounts, or for prolonged pe- 


riods of time. 


Due to the alcohol content of the ve- 

hicle, Benisone Gel may cause mild, tran- 
sient stinging without irritation if used on 
excoriated skin. 
Adverse Reactions. The following local 
adverse reactions have been reported with 
topical corticosteroids: burning sensa- 
tions, itching, irritation, dryness, follicu- 
litis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneform eruptions 
and hypopigmentation. 


Dosage and Administration. Apply to af- 


fected areas 2 to 4 times daily as needed. 
Supplied. Benisone Gel is supplied in 
15 gm (N 0047-0280-15) and 60 gm (N 
0047- -0280-60) tubes. 
STORE BETWEEN 59° and 86° F (15° 
and 30° C). 
Full information is available on request. 
ERES BE-GP-61-4/C 
WARNER/CHILCOTT 
Division of Warner-Lambert Company 
(wc) Morris Plains, New Jersey.07950 
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Benisone Gek designed specifically for enhanced penetration in the treatment o 
steroid responsive dermatoses. Its special gel vehicle works with the skin to ensure 
rapid percutaneous absorption without occlusion. Benisone Gel is paraben-free 
cosmetically elegant, and cools on contact. Economical in cost and coverage, too 
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srisectulvin (microsize) lablets 


For deep-seated tinea infections of skin and hair, 


as well as nails 


Potent fungistat affords the antifungal activity needed to bring 
deep-seated tinea infections, including onychomycosis, under 
control. Systemic action penetrates where topical action 


often fails. 


Wide range antifungal activity includes 

Trichophyton—T. rubrum, T. mentagrophytes, T. tonsurans, 
T. interdigitalis, T. verrucosum, T. megnini, T. gallinae, 

T. crateriform, T. sulohureum, T. schoenleini; Microsporum — 
M. canis, M. audouini, M. gypseum; and Epidermophyton 


floccosum. 


A single 500 mg. tablet usually produces peak serum levels in 
about four hours. Dosage is individualized easily with 125 mg. 
and 250 mg. capsules, and 500 mg. tablets — depending on 
body weight of patient, severity and location of infection. 


BRIEF SUMMARY 
(For full prescribing information, 
see package circular) 


Grisaclin 


Brand of | | 
Griseofulvin (microsize) 


Indications: Griseofulvin is indicated for the 
treatment of ringworm infections of the skin, hair, 
and nails, namely: Tinea corporis, Tinea pedis, 
Tinea cruris, Tinea barbae, Tinea capitis, Tinea 
unguium (onychomycosis) when caused by one 
or more of the following genera of fungi: Tricho- 


phyton rubrum, T. tonsurans, T. mentagrophytes, 
T interdigitalis, T. verrucosum, T. megnini, T. galli- 


nae, T.crateriform, T. sulphureum, T. schoenleini, 
Microsporum audouini, M. canis, M. gypseum, 
Epidermophyton floccosum. 


NOTE: Prior to therapy, the type of fungi responsi- 


ble for the infection should be identified. 

The use of this drug is not justified in minor or 
trivial infections which will respond to topical 
agents alone. 

Griseofulvin is not effective in the following: Bac- 
terial infections, candidiasis (moniliasis), histo- 
plasmosis, actinomycosis, sporotrichosis, chro- 
moblastomycosis, coccidioidomycosis, North 
American blastomycosis, cryptococcosis (toru- 
losis), Tinea versicolor, nocardiosis. 
Contraindications: This drug is contraindi- 


cated in patients with porphyria, hepatocellular 
failure, and in individuals with a history of hyper- 
sensitivity to griseofulvin. 

Warnings: Prophylactic Usage —Safety and 
efficacy of griseofulvin for prophylaxis of fungal 
infections has not been established. 

Animal Toxicology —Chronic feeding of griseo- 
fulvin, at levels ranging from 0.5-2.5% of the diet, 
resulted in the development of liver tumors in 
several strains of mice, particularly in males. 


Smaller particle sizes result in an enhanced effect. 


Lower oral dosage levels have not been tested. 
Subcutaneous administration of relatively small 
doses of griseofulvin, once a week, during the first 
three weeks of life has also been reported to 
induce hepatomata in mice. Although studies in 
other animal species have not yielded evidence of 
tumorogenicity, these studies were not of ade- 
quate design to form a basis for conclusions in 
this regard. 

In subacute toxicity studies, orally administered 
griseofulvin produced hepatocellular necrosis in 
mice, but this has not been seen in other species. 
Disturbances in porphyrin metabolism have been 
reported in griseofulvin-treated laboratory 
animals. Griseofulvin has been reported to have a 
colchicine-like effect on mitosis and cocarcino- 
genicity with methylcholanthrene in cutaneous 
tumor induction in laboratory animals. 

Usage in Pregnancy —The safety of this drug dur- 
ing pregnancy has not been established. 


Animal Reproduction Studies —It has been 
reported in the literature that griseofulvin was 
found to be embryotoxic and teratogenic on oral 
administration to pregnant rats. Pups with abnor- 
malities have been reported in the litters of a few 
bitches treated with griseofulvin. Additional ani- 
mal reproduction studies are in progress. 
Suppression of spermatogenesis has been re- 
ported to occur in rats, but investigation in man 
failed to confirm this. 

Precautions: Patients on prolonged therapy A 
with any potent medication should be under close 
observation. Periodic monitoring of organ system 
function, including renal, hepatic, and hemato- 
poietic, should be done. 

Since griseofulvin is derived from species of 
penicillin, the possibility of cross-sensitivity with 
penicillin exists; however, known penicillin-sensi- 
tive patients have been treated without difficulty. 
Since a photosensitivity reaction is occasionally 
associated with griseofulvin therapy, patients 
should be warned to avoid exposure to intense 
natural or artificial sunlight. Should a photosen- 
sitivity reaction occur, lupus erythematosus may 
be aggravated. 

Griseofulvin decreases the activity of warfarin- 
type anticoagulants so that patients receiving 
these drugs concomitantly may require dosage 
adjustment of the anticoagulant during and after 
griseofulvin therapy. 

Barbiturates usually depress griseofulvin activity 
and concomitant administration may require a 
dosage adjustment of the antifungal agent. 
Adverse Reactions: When adverse reactions 
occur, they are most commonly of the hypersen- 
sitivity type such as skin rashes, urticaria, and. 
rarely, angioneurotic edema, and may necessitáte 
withdrawal of therapy and appropriate counter- 
measures. Paresthesias of the hands and feet 
have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress; 
diarrhea, headache, fatigue, dizziness, insomnia, 
mental confusion, and impairment of performance 
of routine activities. 

Proteinuria and leukopenia have been reported 
rarely. Administration of the drug should be dis- 
continued if granulocytopenia occurs. 

When rare, serious reactions occur with griseo- 
fulvin, they are usually associated with high 
dosages, long periods of therapy, or both. 
Dosage and Administration: Accurate diag- 
nosis of the infecting organism is essential. 
Medication must be continued until the infecting 
organism is completely eradicated as indicated 
by appropriate clinical or laboratory examination. 
General measures in regard to hygiene should be 
observed to control sources of infection or reinfec- 
tion. Concomitant use of appropriate topical 
agents is usually required, particularly in treat- 
ment of tinea pedis. 

Dosage should be individualized, depending on 
age and severity of infection. Adu/ts—0.5 Gm. 
daily (125 mg. q.i.d., 250 mg. b.i.d., or 500 mg. 
day). Children— 10 mg./kg. daily is usually ade- 
quate (from 30 to 50 Ib., 125 mg. to 250 mg. daily; 
over 50 Ib., 250 mg. to 500 mg. daily, in divided 
doses). 

How Supplied: GRISACTIN [griseofulvin 
(microsize)] — No. 442 — GRISACTIN 125, each 
capsule contains 125 mg., in bottles of 100 and 
500. No. 443— GRISACTIN 250, each capsule 
contains 250 mg., in bottles of 100 and 500. 

No. 444 — GRISACTIN 500, each tablet (scored) 
contains 500 mg., in bottles of 60. 


Ayerst. 


AYERST LABORATORIES 
New York, N Y. 10017 7628 











Manual of Cun Dermatitis, by Sigfrid Freg- 
ert, 107 pp, no illus, $12.50, Chicago, Year Book 
. Medical Publishers Ine, 1975. 

Fregert's Manual of Contact Der- 
matitis is packed with useful informa- 
tion and is highly recommended as a 
primer for those learning dermatol- 
ogy and as a brief refresher text for 
the practicing clinician. Of special 
usefulness to the clinician are tables 
of suitable patch test concentrations, 
a compilation of irritants and sensi- 
 tizers in common occupations, and 
excellent discussions about where the 
more common allergens may be 
encountered. Every dermatologist 
would benefit from reading this 
succinct and well written manual. 
ERNST Epstein, MD 
San Mateo, CA 


7 Handbuch der Haut- und Geschlechtskrankheiten: 
^ J. Jadassohn. Vol III/3A (revised and enlarged 
edition): Gut- und Bésartige Neubildungen der 
Haut. Sklerosen, revised by K. Holubar, V. 


1 Misgeld, H. Reich, W, Thies, and P. Wodniansky, 


746 pp, 147 black-and-white and 9 color illus, 
$126.50, West Berlin, Springer-Verlag, 1975. 


It was the late Alfred Marchionini's 
plan to publish supplementary vol- 
umes to the original Handbuch der 
Haut- und  Geschlechtskrankheiten 
(translated, the Handbook of Skin and 
Venereal Diseases), edited by Joseph 
Jadassohn between 1927 and 1933. The 
. purpose of these volumes is to make 

` available the latest information in the 
. field. The supplementary volume 

-= IH/3A deals with benign and malig- 
. nant tumors of the skin and with the 
 Seleroses. 

Wodniansky of Vienna gives a 
presentation of the vast array of 
benign tumors of the skin including 
the more recently described entities, 
such as clear cell acanthoma, eccrine 
spiradenoma, clear cell hidradenoma, 
and eccrine poroma. In the chapter on 
. nevus sebaceus, he points out that in 
. his search through the literature he 
did not find any observation of a true 
carcinoma with metastases originat- 
ing from sebaceous glands of a nevus 
. Sebaceus. 

Reich of Münster, West Germany, is 
the author of the chapter on heman- 
giopericytoma. In the course of his 
research, he discovered that the older 
German literature had already. de- 
scribed vascular tumors in organs 
other than the skin that are similar to 
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the hemangioperieytoma, which was 
first described in 1942 by Stout and 
Murray. Weber, in 1844, observed cells 
that were later called pericytes. 

Holubar of Vienna contributes a 
chapter describing "Basaliom," the 
German synonym for basal cell epithe- 
lioma. He acquaints us with all struc- 
tural and pathogenetic conceptions of 
this tumor and the changes that have 
occurred during the last four decades 
since Beck presented the epitheliomas 
in the Jadassohn handbook. Holubar 
devotes special chapters to basal cell 
nevus syndrome, intraepidermal epi- 
thelioma, and Malherbe calcifying 
epithelioma. 

A chapter on the seleroses is 


authored by Thies and Misgeld of 


West Berlin. They discuss circum- 
seribed and progressive scleroderma, 
scleroderma-like diseases of the new- 
born and infant (adiponecrosis subcu- 
tanea neonatorum and sclerema neo- 
natorum), and scleredema adultorum. 

Throughout the entire volume, mor- 
phologic and histologie (light and elec- 
tron microscopic) details, as well as 
etiology, histogenesis, pathogenesis, 
and therapy, are given for the various 
entities. 

There are 147 good black-and-white 
photographs, the majority of which 
are histologic illustrations, inter- 
spersed throughout the text. Nine 
color photographs show basal cell 
epitheliomas and basal eell nevus 
syndrome. The paper and print are 
excellent. There are very few typo- 
graphical errors; eg, on the title page, 
the name “Thies” is misspelled as 
"Thiess" and on page 36, instead of 

"triamzolon" it should read "triamci- 
nolon" (triamcinolone i in English). 

The bibliography is extensive and 
comprises important, pertinent con- 
tributions of the world literature, 
including many articles by American 
authors. There is an excellent cross- 
index, which makes reference to 
names and subjects very easy. 

The authors have achieved the 
purpose of this book to update and 
revise all pertinent material on the 
subjects. Although the price of $126.50 
for this volume is high, the interested 
clinician and researcher who is famil- 
iar with the German language will 
find this opus stimulating. 

ALFRED HOLLANDER, MD 
Springfield, Mass 
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'HALOG* CREAM (Halcinonide Cream 0.1 
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Each gram of Halog Cream (Halcinonide 
Cream 0.1%) contains 1 mg. halcinonide 
(0.1%) ina cream base. 


INDICATIONS: This product is intended for 


Qtopical application for adjunctive therapy 
and symptomatic relief of inflammatory 
manifestations of acute and chronic corti- 


costeroid responsive dermatoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in vaccinia, varicella, and 
in those patients with a history of hyper- 
sensitivity to any ofthe components of the 
preparation. This. preparation is Not for 
ophthalmic use. a 


PRECAUTIONS: General — If localinfection 
exists, suitabie concomitant antimicrobial or 
antifungal therapy should be administered. 
If afavorable response does not occur 
promptly, application of the corticosteroid 
should be discontinued until the infection is 
adequately controlled. Al Ithough systemic 
side effects associated with absorption 

of topical corticosteroid preparations are 
rare, their possible occurrence must be 
kept in mind when these preparations are 
used over large areas or for an extended 
period of time: If irritation or sensitization 
develops, the preparation should be dis- 
continued and appropriate therapy insti- 
tuted. Although topical steroids have not 
been reported to have an adverse effect 

on pregnancy, the safety of their use during 
pregnancy has not been absolutely estab- 
lished; therefore, they should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged: periods of time. 


Occlusive Dressing Technique —The use of 
occlusive dressing increases the percu- 
taneous absorption of corticosteroids: their 
extensive use increases the possibility of 
systemic effects. For patients with exten- 
sive lesions it may be preferable to use a 
sequential approach, occluding one portion 
ofthe body at a time. The patient should be 
kept under close observation if treated with 
the occlusive technique over large areas 
and over a considerable period of time. x 
Occasionally, a patient who has been on 
prolonged therapy, especially occlusive 
therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 
Thermal homeostasis may be impaired if 
large areas of the body are covered. Use 

of the occlusive dressing should be dis- 
continued if elevation of the body tempera- 
ture occurs. Occasionally, a patient may 
develop a sensitivity reaction to a particular 
occlusive dressing material or adhesive and 
a substitute material may be necessary. If 
infection develops, discontinue the use of 
the occlusive dressing and institute appro- 
priate antimicrobial therapy. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids: burning, itching, 
irritation, striae, skin atrophy. secondary 
infection, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. 
The following may occur more frequently 
with occlusive dressings: maceration of 

the skin, secondary infection, skin atrophy, 
striae, and miliaria. Contact sensitivity to a 
particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 


For full prescribing information, consult 
package insert. 


HOW SUPPLIED: Intubes of 15 and 60g. 
and in jars of 240g. (80z.). 


SQUIBE 
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"Ot The Büpiiené ingredient Gt every. ise 
is the honor and integrity of 46 maker! ae 


Halog (Halcinonide 
Cream 0.1%) 


Eczematous Dermatitis After 6 days therapy with Halog Cream: 


o> 





One Halog picture 


is worth 
a thousand words 


See adjacent SQUIBB column for brief summary 


For multiple overt and subclinical keratotic lesions: 


The Ffudex 4-visit 


(fluorouracil 





Instruct patient on dosage 
and application. Explain 
various stages of therapy 
and when each is likely 

to occur. Emphasize that 
lesions will appear worse 
as they are actually getting 
' better. 


The Efudex (fluorouracil) four- 
visit treatment program outlined on M; 
these pages represents an important | pa Visit 
advance in the management of solar A / 
and actinic keratoses—especially „sJ A 
when multiple lesions are present. 

What this therapeutic regimen 4 
provides—on a regularly scheduled 
basis—is the periodic evaluation, — .. $ 
reassurance and encouragement 
these patients need as they pass 
through the successive stages of 
erythema, vesiculation, erosion, 
ulceration, necrosis and—finally— 
epithelization. 

If your experience with 
conventional keratosis therapies 
has been less than satisfactory, 
consider the Efudex four-visit 
program. The results in many 
patients can be highly rewarding— 

both to them and to you. 
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10-14 days after start 
Maximal response has 
usually been achieved. 
Keratoses are highly 
erythematous; subclinical 
lesions have become 
apparent. Because of 
unsightliness and 
discomfort at this stage, you 
may want to prescribe a 


$ topical steroid or anesthetic. 


3-4 weeks after start 
Duration of Efudex 
(fluorouracil) therapy 
varies with individual 
patient needs, but may 
be terminated when 
erosion has proceeded 
to necrosis. Lesions 
which.have not respon- 
ded should be biopsied. 


6 weeks after end 

At this final follow-up, 
therapy can be con- 
sidered successful if 
healing is well advanced, 
skin generally clear, with 
little scarring and no 
new recurring lesions. 
Residual erythema 
should be almost gone. 


treatment program. 


Before prescribing, please consult complete 
product information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. 

Contraindications: Patients with known hyper- 
sensitivity to any of its components. 

Warnings: If occlusive dressing used, may in- 
crease inflammatory reactions in adjacent normal skin. 
Avoid prolonged exposure to ultraviolet rays. Safe use 
in pregnancy not established. : 

Precautions: lf applied with fingers, wash hands . 
immediately. Apply with care near eyes, nose and 
mouth. Lesions failing to respond or recula should 
be biopsied. r 

Adverse Reactions: Local—pain, pruritus, hyper- 
pigmentation and burning at application site most 
frequent; also dermatitis, scarring, soreness and tender- 
ness. Also reported—insomnia, stomatitis, suppuration, 
scaling, swelling, irritability, medicinal taste, photo- 
sensitivity, lacrimation, leukocytosis, thrombocytopenia, 
toxic granulation and eosinophilia. 

Dosage and Administration: Apply sufficient 
quantity to cover lesion twice daily with nonmetal 
applicator or suitable glove. Usual duration of therapy 
is 2 to 4 weeks. 

How Supplied: Solution, 10-ml drop dispensers— 
containing 296 or 596 fluorouracil on a weight/weight 
basis, compounded with propylene glycol, tris (hydroxy- 
methyl) aminomethane, hydroxypropyl cellulose, 
parabens (methyl and propyl) and disodium edetate. 

Cream, 25-Gm tubes—containing 5% fluorouracil 
in a vanishing cream base consisting of white petro- 
latum, stearyl alcohol, propylene glycol, polysorbate 60 
and parabens (methyl and propyl). | 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 


Efudex 5/0 Cream 


fluorouracil/Roche ' 


- An alternate to cryosurgery in four patient visits 





. Now,a major 
the lice infestation 








1350 


P quz Á 


with synergised pyrethrins and gamma benzene hexachloride 
(formerly KwellSpray) 


Pediculi and their ova can survive (for a short time) off the human host. Thus, 
aven though the patient may have been successfully rid of lice on his person, immedi- 
ate reinfestation is possible or a fresh infestation of other family members may occur. 

To help break this infestation/ reinfestation cycle, when washing or dry 
cleaning is not possible, R&C Spray can be applied to upholstery, blankets, bedding, 
clothing and other objects where lice and their eggs are known to linger. 

R&C Spray is specially formulated with synergised pyrethrins to provide effec- 

‘ive a Nel control. "Pyrethrins are exceptionally rapid in their effect upon 
nsects...."" The other important active ingredient | is gamma benzene hexachloride 
which, asa | pediculicide, has been shown to be virtually 10096 effective.? 

| After you have prescribed a specific for parasites on the scalp or body, com- 
olete the regimen with the specific for parasites off the body with R&C Spray 
Insecticide. 

Caution: Not for use on humans or animals. Avoid spraying in eyes. May be ab- 
orbed through skin. Avoid breathing spray mist. Avoid contact with skin. In case of 
zontact, wash immediately with soap and water. Avoid contamination of feed and food- 
stuffs. Harmful if swallowed. Vacate room after treatment and ventilate before 


reoccupying. References: 1. Osol, A. and Farrar, G.E., eds.: United States Dispensatory, ERIS, | | 


. 8 PERU Co., 25th edition, 1960, p. 2012. 2. Patient Care 7:94, Nov. 1, 1973. 
2e c Reed & Carnrick/ Kenilworth, N.J. 07033 








R&C Spray. Keeps lice from making a comeba on 
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The Capricious D ermatosis Psoriasis. Mere mention of the word can 


make an afflicted patient cringe. And, 


because of the capricious, unpredictable 


(tluocinonide) nature of the disease, the patient rarely 
Oc knows where or when it will recur 
005 O Obviously, the goal is control. And, 





4 CES though varied treatment modalities are 
A Stabilizing Influence available today, none offers universal 





efficacy for all patients, all of the time. 

Yet, very often a highly effective topical 
steroid, like Lidex, (fluocinonide) can 
help stabilize psoriasis. 

Lidex. A highly effective topical steroid 
with anti-inflammatory, vasoconstrictive, 
antipruritic actions. 

10076 dissolved for optimal penetration, 
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important in stages that exhibit thickened, 
scaly lesions. 

Totally free of preservatives. 

Available in cream, ointment, and 
lopsyn? (fluocinonide) gel. 


SYNTEX 


SYNTEX LABORATORIES, INC 
PALO ALTO, CALIFORNIA 94304 








DEX cream 0.0596, LIDEX ointment 0.0596 and 
OPSYN Pu 0:08% contain the active compound 
cinonide. Fh onide, which is the 21-acetate 
"off lohe acetonide, has the chemical 

iula Ga, Ga, -difluoro-118, 16a, 17a, 21-tetrahydro- 
pregna-1;4-diene-3, 20-dione, cyclic 16, 17-acetal 

th acetone 2 l-acetate. LIDEX cream contains 
cinonide in FAPG® cream, a specially formulated 
am base consisting of stearyl alcohol, polyethylene 
o1 6000, propylene glycol, 1, 2, 6 hexanetriol and 
c acid. This white cream: vehicle is greaseless, 

i staining; anhydrous and completely water 

ji e base provides emollient ind hydrophilic 
| ries. In this formulation, the active ingredient 
tally i in i solution. 




















ola tum, iid dick ea on peon pig 
‘ol Tt provides the occlusive and emollient effects 
able in an ointment: In this formulation the 
ingredient is totally in solution. 


YN gel contains fluocirionide in a specially 
ted gel base consisting of propylene glycol, 
1 gallate, disodium edetate, and Carbopo 
boxypolymethylene) with NaOH and/or ! 

ided to adjust the pH. "This clear, colorless, 
thixotropic vehicle is greaseless, non-staining and 
npletely water miscible. In this formulation, the 
ctive gredient i is peur in solution. 





* LIDEX crean ànd ointment aud TOPSY N iod are 
5 . intended for the relief of inflammatory manifestations 
: of corticosteroid. responsive dermatoses. 


 Contraindications - 


- Topical steroids are coritráindicated in vaccinia and 

< varicella. Topical steroids are contraindicated in those 
- patients. with. a history of hypersensitivity to any of the 
" components of the preparation. 


_ Precautions 


“If irritation develops, the cream, , ointment or gel 
= should be discontinued and appropriate therapy 
' instituted. In the presence of an infection the use of an 
E . appropriate antifungal or antibacterial agent should 
be instituted. 
ff a favorable response does not occur promptly, the 
corticosteroid cream, ointment or gel should be 
discontinued until the infection has been adequately 
"controlled. 
‘Th extensive areas are treated, the possibility exists of 
icreased systemic absorption and suitable 
recautions should be taken. 


Ithough topical steroids have not been reported to 
ave an adverse effect on pregnancy, the safety of- 
heir use in pregnant females has not absolutel ji been 
stablished. Therefore, they should not be use 
xtensively on pregnant patients, in large amounts or 
or prolonged periods of time. 


EX* (fluocinonide).cream and ointment and 



























‘Adverse reactions 


"The following local adverse reactions have been 

reported with topical corticosteroids: 

burning folliculitis 

-itching acneform eruptions 
„irritation. hypopigmentation 

dryness striae 

secondary infection skin atrophy 


osage and administration 
mall amount should be gently massaged into the 
E affected área three or four times daily, as needed. 
|; How supplied 
J LIDEX 0.0595 Cream— 18 g 30 g and 60 g tubes. 


LIDEX 0.0595 Ointment— 15 g 30 g and 60 g tubes. . 
| TOPSYN Gel 0.05% 15 g and 60 g tubes. 






















"TOPSYNS* (fiuocinonide) gel are not for opthalmic use. - 
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Therapeutic cleansing 
Predictable desquamation 


lonax? Scrub Cleansing Therapy: 

e Contains no sulfur 

eDeleterious to Corynebacterium acnes 

eUniquely dissolves and emulsifies 
lipids and debris 

e Patient preferred 

eDermatologists only — presented to you 
for your patients 





\ 
; — Contains: polyethylene granules, Owenethers 
Owe Quin Lah Sinh Dalan Vaasa (special blend of polyoxyethylene ethers), 
$ OT PINO ENRORMOTNEE (no alcohol 10%, and benzalkonium chloride 


Advanced Topicals in Dermatologv In a nonionic/cationic base 





WESTWOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N 1E2 


OILY SKI oF 
XNE. DANDAUE | 





wash it. dry it peel it. 


Fostex? the flexible therapeutic acne wash that degreases, 
dries, and peels. Easily integrated with all topical or systemic 
therapy for acne Grades |, Il, and Ill. Convenient and 
economical Fostex Liquid and Cream are also effective anti- 
seborrheic shampoos for oily scalps associated with acne. 
Available as Fostex Cream in 4% oz. jars, Fostex Cake in 
3% oz. bars, and Fostex Liquid in 5 oz. plastic bottles. 


Fostril? the flesh-tinted drying and peeling lotion that 
conceals as it heals. Adaptable to Grades |, Il, or III acne, 
Fostril is available in 1 oz. plastic tubes. 


Transact? the transparent medicated acne gel. A thin film 
of Transact will dry the oiliest of skin and is ideal for acne 
on chest, shoulders, and back. Greaseless, nonstaining, with 
a fresh clean fragrance. In 1 oz. plastic tubes. 
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to disinfect bath. 
efore and durin 


Effectiveness of disinfection demonstrated 


in test studies 

Cultures of bath water were taken at specified inter- 
vals in 36 cases* before and during the immersion of a 
test subject. Bath water was recultured after adding 
BETADINE Microbicidal Bath Concentrate, and after the 
removal of the test subject. 

Little contamination of bath water was seen prior to 
subject's immersion. High degree of contamination of bath 
water occurred one minute after subject's immersion 
(without use of BETADINE Microbicidal Bath Concentrate) 
regardless of the condition of the subject. No contamina- 
tion of bath water could be seenin virtually all cases two 
minutes after the addition of BETADINE Microbicidal Bath 
Concentrate, while the subject remained in the tub and 
after subject's removal. 

Test subjects in these studies presented various 
diagnoses, including psoriasis, neurodermatitis, bullous 
pemphigoid, stasis ulcers, contact dermatitis, burns, 


decubitus ulcers, diabetic gangrene, osteoarthritis, and 
hand fracture 
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Wide area of use 

BETADINE Microbicidal Bath Concentrate may be 
particularly useful in the disinfection of bath water when- 
ever bathtub use is desired, as in hospitals, where persons 
suffering from bacterial and mycotic skin infections could 
contaminate the water. It can be used to help prevent 
Contamination of bath water used by persons who are 
debilitated either through age, disease, or both, and 
who (due to their condition) are most often recommended 
baths rather than showers. It may be used to disinfect 
bath water before and during bathing of persons to avoid 
bacterial contamination of water in the bath. 
*Data on file, Medical Department, The Purdue Frederick Company. 
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1E ASTRUCTURE OF COLLAGEN: Its Relation 
to the Héaling of Wounds and to the Management of 
Hypertrophic ‘Scar edited by J. J. Longacre. (35 Contribu- 
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advanced, knowledge on causation, treatment and preven- 
tion of hypertrophic scarring. Scanning and transmission 
electron microscopic studies are presented along with 
Observations on the influence of age on wound healing and 
the role of environmental factors on connective tissue cell 
metabolism. The biochemical and histological advances in 
hypertrophic scars are also presented. A final chapter 
"discusses the use and abuse of scar tissue in light of recent 
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Cu the, health care facilities, some differences do occur in 
"hospitals, clinics and nursing homes. This volume highlights 
. these differences. Cost reduction and purchasing are dis- 
< cussed and information is included on inventory, relations 

. with vendors, negotiation, departmental manuals, traffic 
JM and transportation, and future trends in health care 

D m «material management.'76, 288 pp., 18 il., 29 tables, $18.50 





-: HAIR TRANSPLANT SURGERY by O'Tar T. Norwood, 
^: "Univ. of Oklahoma, Oklahoma City. This book presents the 
| author's extensive experience with this increasingly utilized 
. cosmetic procedure. Included is a significant study of the 
classification of male pattern baldness and its help in 
estimating the procedure for transplant. This is followed by 
— ^ sections on patient selection, the technique of transplant 
— surgery, and an interesting summary of the experience of 
those dermatologists and surgeons performing the proce- 
dure. A personal, thorough and careful assessment of the 
indications, limitations and value of transplant surgery is of 
interest to dermatologists and plastic surgeons. '73, 146 pp. 

(6 3/4 x 9 3/4), 133 il. (64 in color), 7 tables, $10.50 


=> THE DIAGNOSIS AND TREATMENT OF FUNGAL IN- 

FECTIONS: A Symposium compiled and edited by Harry 
M. Robinson, Jr., Univ. of Maryland, Baltimore. (38 
Contributors) This book contains a compilation of chapters 
|. presenting current thoughts on various topics in the 
. research, diagnosis and treatment of fungal infections. The 
: contents cover recent developments in microbiology, labo- 
= ratory diagnosis, histopathology, immunology, and recent 
experimental work. Articles are also included which cover 
various subjects concerning both superficial and deep 
mycotic infections. The book will help bridge the gap 
between the basic scientist and the clinician and will 
expand present knowledge by providing current results of 
recent research. 74, 580 pp., 128 il (18 in color}, 45 
tables, $29.50 
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NAIL DISEASES In Internal Medicine by Pietro de Nicola, 
Univ. of Pavia, Pavia, Italy, and Mario Morsiani, and Giorgio 
Zavagli, both of the Univ. of Ferrara, Ferrara, Italy. 
Anatomy, histology, embryology, chemical composition 
and histochemistry of the nail are presented in a short 
introductory chapter. The principal part of the book is 
concerned with the clinical aspects of nail disorders, 
including the most relevant nail symptoms. A clear de- 
scription is presented of all nail symptoms, most of which 
are not well known and deserve consideration in clinical 
practice. Original illustrations, most of which are color 
plates, are particularly helpful in the description of nail 
symptoms and disorders. This is an excellent reference 
book and should be in every dermatologist’s library. '74, 
128 pp., 18 il. (8 in color), $10.50 


SCLERODERMA: Progressive Systemic Sclerosis by Alfred 
J. Barnett, Alfred Hospital, Melbourne, Australia. The 
contents of this book comprise an up-to-date account of 
scleroderma, based on the author's personal experience and 
extensive study of the literature. In addition to extensive 
observations at the clinical level, important research work is 
reviewed on the more fundamental aspects including 
disturbance in connective tissue metabolism and immu- 
nology. Chapters deal with pathology, vascular disturbance, 
connective tissue disturbance, immunological disturbance, 
clinical manifestations and course, affection of particular 
systems, diagnostic problems and treatment. '74, 270 pp. (6 
3/4 x 9 3/4), 84 il. (9 in color), 19 tables, $24.75 


DERMATOPHYTES IN HUMAN SKIN, HAIR AND 
NAILS by James T. Sinski, Univ. of Arizona, Tucson. This 
photographic essay will serve as an aid for persons who are 
concerned with the microscopic examination of human 
skin, hair and nails for possible dermatophyte infection. Its 
concern is with the typical, as well as the atypical 
morphology of fungi with emphasis being placed on the 
differentiation of causal organisms as they are seen in 
clinical materials. The depiction of a number of artifacts 
seen during these examinations is also included since these 
may be confused with fungal elements. Practical suggestions 
for the processing of a specimen for microscopic examina- 
tion are given including reagents and equipment used. ‘74, 
64 pp. (6 3/4 x 9 3/4), 35 iL, $7.95 


LEPROSY: Diagnosis and Management (2nd Ed.) by Harry 
L. Arnold, Jr., Univ. of Hawaii, Honolulu, and Paul Fasal, 
Leprosy Service, U. S. Public Health Service Hospital, San. 
Francisco, California. Basics of etiology, epidemiology, 
classification, diagnosis and treatment are provided. Com- 
mon misconceptions of infectivity and transmissibility are | 
dispelled. Special emphasis is placed on diagnostic criteria, 
selection of biopsy site and biopsy technique. Confusing, 
non-related diseases are enumerated and differential diagno- 
sis explained. Tests used in diagnosis of leprosy and their 
evaluation are described. Bacterial and morphologic indexes - 
are defined with practical application discussed. Drugs and | 
a dose schedule for treatment are outlined. ’73, 108 pp., 68 
il. (32 in color), 3 tables, $14.75 


Orders with remittance sent, on approval, (MU dap re precor ! 


Springfield œ Illinois e. 62717 | 


Th: ce Dimcnsiuns 
of Acne Care 


The widest range of benzoyl peroxide 


New 
Sulfoxy!® Lotion 


The drying and desqua- 
mating effects of sulfur 
added to benzoyl per- 
oxide can be particu- 
larly valuable in acne 
complicated by exces- 
sive oiliness. “... Sulfur 
with benzoyl peroxide 
..produces a greater 
keratolytic effect than 
either substance 
alone: The exfoliative 
properties of sulfur can 
help benzoyl peroxide 
to penetrate deeper 
into sebaceous folli- 
cles. 

Two Strengths: 

Sulfoxyl* Lotion Regu- 
lar (595 benzoyl perox- 
ide and 2% sulfur) and 
Sulfoxyl* Lotion Strong 
(1095 benzoyl peroxide 
and 5% sulfur) in a 
grease-free washable 
base. 





formulations gives you maximum 
therapeutic flexibility 


Benoxyl “Lotion 


A good way to start 
benzoyl peroxide 
therapy. Benzoyl per- 
oxide alone has been 
described as ‘a triple 
action drug: (1) it sup- 
presses C.acnes in 
vivo; (2) it is comedo- 
lytic and (3) it is a coun- 
ter-irritant.’? 

Two Strengths 

Benoxyl® 5 Lotion (5% 
benzoyl peroxide) and 
Benoxyl® 10 Lotion 
(10% benzoyl peroxide) 
in a grease-free wash- 
able base. 





PanOxyl® Gel 


“The most potent forms 
of benzoyl peroxide are 
the new alcohol gels 
such as PanOxyl. Once 
the gel is applied to the 
skin, the solvent evap- 
orates and deposits a 
concentrated form of 
depot free-radical oxy- 
gen which...is capable 
of penetrating into the 
sebaceous follicles and 
suppressing the C. ac- 
nes. This topical agent 
is much more effective 
in suppressing the fatty 
acids and the bacterial 
counts than systemic 
tetracycline and also 


— à produces a more rapid 


zoe clinical improvement... 
No new lesions usually 
appear after 3 weeks 

. and after 2 months the 
patient is usually free 
= the acne problem:*? 


wo Strengths: 
-PanOxyl* 5 Gel (5% 
benzoyl peroxide) and 
PanOxyl* 10 Gel (10% 
benzoyl peroxide) in an 
- alcohol gel base. 


n 
PanOxyl 





AT 


'* and 10 Gel: PanOxyl 5 Gel con- 


ulfoxy!' Regular and Strong Lotion: Sulfoxyl 
otion Regular contains 5% benzoyl peroxide 
nd 2% sulfur in a lotion base formulated with 
olyethylene glycol, stearic acid, glycerol 
Yonostearate, isopropyl palmitate, propylene 
lycol, zinc soap and purified water. 

.aution: Federal law prohibits dispensing 
vithout prescription. See package insert for 
reScribing information. 


Kirton, V. and Wilkinson, D.S.: Practitioner, 204: 683, 19 O 
. Fulton. J.E. Jr et al in Acne Morbhoaenesis and Treat 


Benoxyl' 5 and 10 Lotion: Benoxyl 5 contains 
5% benzoyl peroxide and Benoxyl 10, 10% 
benzoyl peroxide in a grease-free washable 
lotion base. 


2. Fulton, J.E., Jr.: Acne Vulgaris. Current Ther. ed. Conn, H.F, 55 
ent. Plewia G and Kliaman AM Sorrinaer-\Verian 9AQNA 10745 










roxide each withl 626 polyoxye- 
her and 40% ethyl alcohol in a 


10%'benzoy| 
thylene lauryl 
gel base formul 
aluminum silicat 


Caution: Federai | 
without prescription. 
prescribing informatio 


prohibits dispensing 
ee package insert for 








Tars have an important place in the 
management of seborrhea and psoriasis, 
but there is no clear cut agreement on 
when to use which. 

A prudent approach: 


Four tars in 
every golden drop 


Now, aspectrum of tars maximizes the benefits of tar therapy. 
Polytar* Shampoo combines four of the most commonly- 
prescribed tars in one formula that is pleasant to use and 
therapeutically effective against dandruff, seborrhea, psort- 
asis and pityriasis capitis. Excellent results reported: 94.876 
"very good” and 5.2% “good” in one study of both pityriasis 
capitis and psoriasis" 

And patients are pleased with the pure white lather 
that is as esthetically pleasing as a fine cosmetic and 
leaves hair lustrous and manageable. 









*Bastos, A.: O Medico, Vol. LXVI: 758-762, 19 


Polytar | ^ 
ohampoo 


Stiefel Wer VR Inc? Oak Hill, New York 12460 
STIEFEL Stiefel Laboratories | Canada) lta.. St. LaurentsaQuebe 
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est or the Care or dry, 
or premature aging. 


or wrinkled skin... 


DUETO EPDERMA 














JPPLIED: 2 OZ. TUBES " WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.11590 
DISTRIBUTOR IN CANADA 


DUANE SETS 
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Striking reduction of erythema and 
scaling after treatment with VALISONE 
Cream b.i.d. for 22 days" 


Patient was instructed toapply VALISONE Cream 0.1% 


to lesions twice daily without occlusive dressings. When seen 


22 days later, there was striking improvement, with plaques 
showing less erythema and scaling. Patient was instructed 
to continue therapy with VALISONE Cream twice daily 
without occlusion. 


*Case history and photographs in Files of Headquarters 
Medical Research Division, Schering Corporation. 


aS ONE 


brand 
of 


MESS OINTMENT 01% 


the topical steroid for prompt 
anti-inflammatory relief of mild-to-severe 
corticosteroid-responsive dermatoses 


NOW AVAILABLE: 


VALISONE® REDUCED STRENGTH CREAM 0.01% 
(brand of betamethasone valerate) 






tat Ls eiea maintenance therapy of chronic psoriasis 


Pr E NE uc 





. Clinical success 


comes in all forms 


For contact 
dermatitis only— 


For low-cost 
maintenance therapy 

of corticosteroid- 
responsive dermatoses — 


Valisone 
Reduced Strengt 
Cream 


oam 0.0156 
pach gram contains 3 
j17 mg betamethasone 2 
yalerate (equivalent to — 7 
g1mg bet 
ror dermatologic 

use only 
Caution: Fadoral law 
prohibits nsi 
without prescription. 

Schering Corporation 

Konilworth, NJ. 07033 











/alisone 


¿For corticosteroid- 
"responsive dermatoses — 


alisone Lotion 


um For corticosteroid- 
responsive dermatoses — 


Valisone 
Cream/Ointment 


betamethasone valerate, NF  : 


Cream 0.1%/Ointment 0.1%/Lotion 0.1%/Aerosol 0.15%/Reduced Strength Cream 0.01% 


Clinical Considerations: Indications: VALISONE Cream and Ointment 
are indicated for relief of the inflammatory manifestations of corti- 
costeroid-responsive dermatoses. VALISONE Reduced Strength 
Cream is indicated for the relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. VALISONE Lotion is indicated 
only inthe topical management of seborrheic dermatitis of the scalp. 
VALISONE Aerosol is indicated, solely, for adjunctive topical man- 
agementto relieve the inflammatory manifestations of acute contact 
dermatitis. Contraindications: Topical steroids are contraindicated in 
tuberculosis of the skin and some viral diseases of the skin (varicella 
and vaccinia). Topical steroids are also contraindicated in those 
patients with a history of hypersensitivity to any ofthe components of 
the preparations. VALISONE Aerosol is contraindicated for use under 
occlusive dressings. Warnings: Keep the spray of VALISONE Aerosol 
away from eyes and other mucous membranes; avoid inhaling. Avoid 
freezing of the tissue by not spraying for more than 3 seconds, at a 
distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Do not expose 
to temperatures above 120°F. Keep out of reach of children. Never 
throw container into fire or incinerator. Precautions: If irritation or 
sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the 
presence of infection, the use of an appropriate antifungal or anti- 
bacterial should be instituted. If favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. If extensive areas are treated, 
or if the occlusive technique is used, the possibility exists of suffi- 
cient systemic absorption to produce adrenal suppression and sys- 
temic corticosteroid effects may occur; suitable precautions should 
be taken. In afew cases, ulceration has been reported with the use of 
topical steroids for skin conditions involved with impaired circulation 
(i.e., stasis dermatitis). Usage in Women of Childbearing Age: The use 
of any drug during pregnancy and the lactation period or in women of 
childbearing age requires that the potential benefits of the drug be 


weighed against the possible hazards to the fetus or infant. Topical 
corticosteroids have not been reported to have an adverse effect on 
the fetus, but the safety of their use in pregnant patients has not been 
definitely established. They should not be used extensively or for 
prolonged periods of time in pregnant patients, unless the condition 
requiring treatment warrants the risk. VALISONE products are not for 
ophthalmic use. Adverse Reactions: The following adverse reactions 
have been reported with topical corticosteroids: burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, acneform eruptions, 
and hypopigmentation. The following may occur more frequently 
with occlusive dressings than without such therapy: maceration of 
the skin, secondary infection, atrophy of the skin or subcutaneous 
tissues, striae, miliaria. Dosage and Administration: VALISONE Cream, 
Ointment, and Reduced Strength Cream are applied as a thin film 
over the affected skin areas one to three times a day. Clinical studies 
of VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 
Although occlusive dressings are required infrequently, they may 
enhance therapeutic efficacy in certain refractory lesions of psoria- 
sis and other dermatoses that are difficult to treat. Apply a few drops 
of VALISONE Lotion to the affected area of the scalp and massage 
lightly until it disappears. Apply twice daily, in the morning and at 
night. Dosage may be increased in stubborn cases; following im- 
provement, apply once daily. Apply VALISONE Aerosol three to four 
times a day. The container may be held upright or inverted during 
use. The spray should be directed onto the.affected area from a 
distance of approximately 6 inches and applied for only 3 seconds. 
Aerosol packaged by Aerosol Techniques, Inc., Armstrong Labora- 
tories Division, West Roxbury, MA. 02132. For more complete details, 
consult package insert or Schering literature available from your 
Schering Representative or Professional Services Department, 
Schering Corporation, Kenilworth, New Jersey 07033.MARCH 1974 


SLS-471 





Patients can use BETADINE Skin Cleanser to degerm and cleanse face, hands and body, gently and thoroughly— 
particularly when it is essential to prevent autoinoculation of new sites, as may be the case in infected acne pimples. ; 
BETADINE Skin Cleanser, with its rich, golden lather, provides these advantages: xl 


M Prompt, broad-spectrum microbicidal action—kills m Virtually nonirritating to skin and mucosa.* 


both gram-positive and gram-negative bacteria (in- B Nonstaining to skin and natural fabrics. 
cluding antibiotic-resistant strains), fungi, viruses, Supplied: 4 fl. oz. plastic bottles. 
protozoa and yeasts. “in the rare instance of local irritation or sensitivity, discontinue use S 
 WMaintains microbicidal activity in the presence of PY HedngiviSush E 
| blood, pus and serum. Purdue Frederick © COPYRIGHT 1976, THE PURDUE FREDERICK COMPANY. 


HORWALK, CONN, 08856 ABIRE 4172078 


by NASA 











To put 


patient differences 


Retin-A 
0.025% Gel 


For papular and pustular 
acne. 

Also for severe acne and 
for starter therapy in oily 
and dark skin. Alcohol gel. 


Retin-A 
0.05% Cream 


For mild acne and for use 
on dry and fair skin. 
Mildest form of Retin-A 
to initiate therapy or for 
maintenance. 


Retin-A 
0.1% Cream 


Higher strength as a 
titration alternative. 


Retin-A 
0.05% Swab 


For aggressive treatment 
of severe acne. 

Useful in less sensitive 
skin, such as in patients 
with dark complexions. 
Convenient unit dose. 


Retin-A 

0.05% Liquid 
For large areas such as 
the back. 


May also be used forsevere 
acne, particularly useful 
in dark complexions. 


in order... 


We know how much acne lesions differ—by 
grade, type, extent and severity. Even by skin 
type—fair or dark, dry or oily. 

That's why we offer four different dosage 
forms: to meet the different requirements of 
different patients.* 

To help put these patient differences in order, 
we recommend the cream for patients with 
mild acne or dry, fair skin. The gel for papular 
and pustular acne, particularly in dark or oily 
skin. The liquid for large oily areas. And the 
swab for severe acne or less sensitive skin. 
But a wide choice of dosage forms is just part 
of the Retin-A proven titration technique. 

In addition to selecting dosage 
form and concentration, you can 
also adjust the frequency of 
application to suit the clinical 
response and skin tolerance. 
One system that helps you 
treat all forms and all grades 
of non- cystic acne. 







Individualizes therapy 
for nearly every kind of 
acne patient. 


*Retin-A is effective primarily in grades |, Il and III in which 
comedones, papules and pustules predominate. It is not effective 
in most cases of severe pustular and deep cystic nodular varieties 
(acne conglobata). 


See last page for prescribing information. 
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acne patient. 
o The essentials of the Retin-A system 
Because Retin-A works differently from other acne medications, 
> full patient cooperation is needed. Let your patient know that 
t therapeutic results may not appear for 2 to 3 weeks, that come- 
< dones may surface during this initial period and that a temporary 
erythema may occur. For some patients more than six to twelve 
`+ weeks of therapy may be required before definite beneficial 
—— Your patient may be more likely to accept Retin-A therapy if you 
' also explain how the treatment works to resolve acne. Evidence 
to date suggests that Retin-A stimulates epithelial proliferation 
and reduces the number of cellular attachment plates. Existing 
comedones loosen and are expelled. Precursor comedones devel- 
oping beneath the skin are also expelled. And by discouraging 
the formation of new comedones, Retin-A helps to prevent future 
_ papules and pustules. 


: : ‘And to make therapy even more effective, remind your patient to: 
5 Wash gently—no more than 2 or 3 times daily. 


Apply medication to thoroughly dry skin—20 to 30 minutes 


: > after washing. 


Use mild soap or shampoo. 
Avoid excessive exposure to sun, wind, cold. 


Keep medication away from sensitive areas, such as eyes and 
mouth. 
p Use other topical acne preparations and medicated cosmetics 
^ with caution. 
; Avoid excessive use of medication. It will not produce better 
results and may cause unnecessary irritation. 
These patient recommendations are all contained in a patient 
^. aid booklet that is available from your Johnson & Johnson 
. - Dermatological Division representative. ; 


f Retin-A tretinoin 
~ Gel 0.025% 
. Cream 0.05% or 0.1% 
~ Swab 0.055 
.. Liquid 0.05% 










polyethylene glycol 400, butylated hydroxytoluene, and alcohol 55%. 
Indications: RETIN-A Brand tretinoin is indicated for tapical application in 
the treatment of acne vulgaris, primarily grades |, H, and H in which come- 
dones, papules, and pustules predominate. lt is not effective in most cases of 
severe pustular and deep cystic nodular varieties (acne conglobata). 
Contraindications: Use of the product should be discontinued if hypersensi- 
tivity to any of the ingredients is noted. 

Warnings: RETIN-A should be kept away from the eves, the mouth, angles 
of the nose, and mucous membranes, Topical use may induce severe local 
erythema and peeling at the site of application. If the degree of local irrita- 
tion warrants, patients should be directed to use the medication less fre- 
quently, discontinue use temporarily, or discontinue use altogether, Tretinoin 
has been reported to cause severe irritation on eczematous skin and should 
be used with utmost caution in patients with this condition, 

Precautions: Concomitant topical medication should be used with caution, 
because of possible interaction with tretinoin, Particular caution should be 
exercised in using preparations containing peeling agents (such as sulfur, 
resorcinol, benzoy! peroxide, or salicylic acid) with RETIN-A, It also is 
advisable to “rest” a patient's skin until the effects of peeling agents subside 
before use of RETIN-A is begun. Exposure to sunlight, including sunlamps, 
should be minimized during the use of RETIN-A and patients with sunburn 
should be advised not to use the product until fully recovered because of 
heightened susceptibility to sunlight as a result of the use of tretinoin, Pa- 
tients who may be required to have considerable sun exposure due to occu- 
pation should exercise particular caution, Other weather extremes, such as 
wind and cold, also may be irritating to patients under treatment with 
tretinoin. Similar precautions are advisable with regard to the use of medi- 
cated or abrasive soaps and cleansers, soaps and cosmetics that have a strong 
drying effect, and products with high concentrations of alcohol, astringents, 
spices, or lime. ff medication is applied excessively, no more rapid or better 
results will be obtained and marked redness, peeling, or discomfort may 
occur, 

Adverse Reactions: The skin of certain sensitive individuals may become 
excessively red, edematous, blistered, or crusted. H these effects occur, the 
medication should either be discontinued until the integrity of the skin is 
restored or the medication shouid be adjusted to a level the patient can 
tolerate. True contact allergy to topical tretinoin is rarely encountered. 
Temporary hyper- or hypopigmentation has been reported with repeated 
application of RETIN-A. Some individuals have been reported to have height- 
ened susceptibility to sunlight while under treatment with RETIN-A. To date, 
all adverse effects of RETIN-A have been reversible upon discontinuation of 
therapy. (See Dosage and Administration section.) 

Dosage and Administration: RETIN-A Gel, Cream or Liquid should be applied 
once a day, before retiring, to the skin where acne lesions appear, using 
enough to cover the entire affected area lightly, Liquid: The liquid may be 
applied using a fingertip, gauze pad, or cotton swab. If gauze or cotton is 
employed, care should be taken not to oversaturate it to the extent that the 4 
liquid would run into areas where treatment is not intended, Swab: One 
RETIN-A Brand tretinoin swab should be applied once a day, before retiring, 
to the skin where acne lesions appear, spreading the medication over the 
entire affected area, One swab supplies enough of the preparation to treat 
an area the size of the face. H other sites are treated, such as the back, addi- 
tional swabs should be used. 

Application may cause a transitory feeling of warmth or slight stinging, In 
cases where it has been necessary to temporarily discontinue therapy or to 
reduce the frequency of application, therapy may be resumed or frequency 
of application increased when the patients become able to tolerate the treat- 
ment. 

It should be noted that just as some patients require less frequent applica- 
tions or other dosage forms, others may respond better to more frequent 
applications of tretinoin. Alterations of vehicte, drug concentration, or dose 
frequency should be closely monitored by careful observation of the clinical 
therapeutic response and skin tolerance. 

During the early weeks of therapy, an apparent exacerbation of inflammatory 
lesions may occur, This is due to the action of the medication on deep, 
previously unseen lesions and should not be considered a reason to discon- 
tinue therapy. 

Therapeutic results should be noticed after two to three weeks, but more than 
six weeks of therapy may be required before definite beneficial effects are 
seen, Once the acne lesions have responded satisfactorily, it may be possible 
to maintain the improvement with less frequent applications, or other dos- 
age forms, 

Patients treated with RETIN-A may use cosmetics, but the areas to be 

treated should be cleansed thoroughly before the medication is applied. 
How Supplied: RETIN-A Brand tretinoin is supplied as: 

11 A 0.0259 gel in tubes of 15 grams. 

2) Creams of either 0.1% or 0.05%, in tubes of 20 grams. 

31A 0.05% liquid in amber bottles containing 26 ml. 


. 4j Foil-covered swabs saturated with the 0.65% liquid, in boxes of 30. 


An ethical specific from the Dermatological Division of 





New Brunswick, New lersey 08903 

















i twice-a-davy 
iu reatment for controlling 

- mild-to-severe dermatoses 
"inonly 7 days* 


P. betamethasone dipropionate 
Cream 0.05% 


(Potency expressed as betamethasone) 














T Please see Clinical Considerations section which follows... 





file, Headquarters Medical Research Division. Scherina Corporation. 





Whatever the 
perspective —the 
same successful 
results can 

be seen 


bid. 
Diprosone 


brand, of 


betamethasone 
dipropionate 
Cream 0.05% 


Patient profile: 
Caucasian male, 36 years old. 


















Clinical 
photograph— 
before treatment 
Findings: sharply 
marginated, 
heavily crusted 
plaques. 








Findings: 
remission of 
crusting, 

epidermis 
essentially 


Patient history: 

No known allergies; no family history of 
psoriasis; general health good. Has taken no 
systemic medication, had no operations. 
Has had psoriasis 8 years; condition usually 
better in summer, worse in fall and winter. 


Previous therapy: 

Numerous tar preparations and other lotions; 
extensive use of topical steroids—with and 
without occlusion. 


Treatment: 

Diprosone Cream 0.05%, b.i.d. without 

occlusion. 

Note: 

Punch biopsy taken pre- and post-treatment AME d 


Please see Clinica! 
Considerations section which follows... 


Clinical photographs and studies 
courtesy of A. S. Zelickson, M.D. 


COPYRIGHT © 197t CHERIN CORPORATION ALL RIGHT" RESERVED 





microscopy— 
before treatment 


Findings: rete 
ridges prolonged 
and prominent. 


Findings: 
decreased 
prolongation of 
rete ridges; return 
toward normal. 


Scanning 
electron 
microscopy— 
before treatment 
(Approx. 900X.) 


Findings: highly 
irreqular stratum 
corneum. 


In only 
7 days 


Findings: evenly 
structured cells 
and layers— 
approaching 
normal. 


Transmission 
electron 
microscopy — 
before treatment 
(Approx. 6,000X.) 


Findings: 
markedly dilated 
superficial blood 
vessels; marked 
extracellular 
edema in lower 
epidermis; 
alterations in 
cytoplasmic 
organelles 


In only 
7 days 


Findings: very 
little, if any, 
extracellular 
edema; basement 
membrane and 
dermis normal; 
epidermis 
essentially 
normal. 












NEW bid. 
DI 


brand , of 


betamethasone dipropionate 


demonstrated efficacy 
in only 7 days—with b.i.d. administration 





Offers the same benefits as Diprosone Cream: 


Rapid onset of response in psoriasis, and atopic 
and contact dermatitis. 


Convenient b.i.d. dosage —ennances patient cooperation; increases 
likelihood of adherence to regimen as prescribed. 


No occlusive dressing needed — but may be used if desired. 
Convenient package sizes — 


available in 15 Gm. and money-saving 45 Gm. tubes. 


Economical —:ne rapid onset of response and b.i.d. dosage may enable 
patients to use less medication and thus save on the total cost of treatment. 


Free of parabens — sensitization rarely a problem. 


E brand of 
DIDpr'OSOne" betamethasone dipropionate 
Cream 0.05% /Ointment 0.05% 


Clinical Considerations: 


DESCRIPTION DIPROSONE is betamethasone dipropionate (9-fluoro-118,17,21-trinydroxy-168-methylpregna- 
1.4-diene-3,20-dione 17,21-dipropionate). Each gram of DIPROSONE Cream 0.05% contains 0.64 mg. 
betamethasone dipropionate (equivalent to 0.5 mg. betamethasone) in a hydrophilic, emollient cream 
consisting of purified water, mineral oil, white petrolatum, polyethylene glycol 1000 monocety! ether, cetostearyl 
alcohol, phosphoric acid, and monobasic sodium phosphate with 4-chloro-m-cresol as preservative. Each 
gram of DIPROSONE Ointment 0.0596 contains 0.64 mg. betamethasone dipropionate (equivalent to 0.5 mg. 
betamethasone) in an ointment base of mineral oil and white petrolatum. CONTRAINDICATIONS DIPROSONE 
Cream and Ointment are contraindicated in vaccinia and varicella. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any of the components of such preparations. PRECAUTIONS 
If irritation develops with the use of DIPROSONE Cream or Ointment, treatment should be discontinued and 
appropriate therapy instituted. In the presence of an infection, the use of an appropriate antifungal or 
antibacterial agent should be instituted. If a favorable response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately controlled. If extensive areas are treated or if 

the occlusive technique is used, the possibility exists of increased systemic absorption of the corticosteroid 

and suitable precautions should be taken. Although topical steroids have not been reported to have an 

adverse effect on pregnancy, the safety of their use in pregnant females has not been absolutely established. 
Therefore, they should not be used extensively on pregnant patients, in large amounts or for prolonged periods 
of time. DIPROSONE Cream and Ointment are not for ophthalmic use. ADVERSE REACTIONS The following 
local adverse reactions have been reported with topical corticosteroids: burning; itching; irritation; 

dryness; folliculitis; hypertrichosis; acneiform eruptions; hypopigmentation. The following may occur more 
frequently with occlusive dressings than without such therapy: maceration of the skin; secondary infection; 

skin atrophy; striae; miliaria. DOSAGE AND ADMINISTRATION Apply a thin film of DIPROSONE Cream 

to the affected skin areas twice daily, in the morning and at night. Clinical studies of DIPROSONE have indicated 
that applications twice a day are generally adequate. Apply a small quantity of DIPROSONE Ointment to the 
affected skin areas twice daily, in the morning and at night. APRIL 1976 


For more complete details, consult package insert or Schering literature available from your Schering 
Representative or Professional Services Department, Schering Corporation, Kenilworth, New Jersey 07033. 





DI'OSOnG ointment 0.05% 


SLS-545 


Professional. 


dandruff 
dare mpoo 


ns Lp »yrithione zinc 1%, 
ically proven 
ndr compound 

© help control : 

dandr uff flaking. 

a f leis ty, Zincon 


P 


eaves hoir clean and 
easy to manage. 


Héi 4 fl. oz 


Professional Dandruff Shampoo 


PROFESSIONALLY PROMOTED: 
‘To Physicians (no consumer TV advertising) 
*To Pharmacists (not sold in supermarkets) 


The highly effective dandruff shampoo that 
leaves hair clean and easy to manage 


Lederle Laboratories, A Division of American Cyanamid Company, Pearl River, New York 10965 RA 
770.6 
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Clear 


. choice 


When dermatoses become infected 
with bacteria or fungi, plain topical steroids 
are generally not the recommended 
therapeutic choice. 

A clear choice, however, is Vioform- 
Hydrocortisone. With its unique four-way 
action, it supplies the kind of comprehensive 
treatment many common dermatoses* require. 


*This drug has been evaluated as possibly effective for these indi- 
cations. See brief prescribing information. 


Vioform*Hydrocortisone 
(iodochlorhydroxyquin and hydrocortisone) 


INDICATIONS 

Based on a review of this drug by the National Academy of 
Sciences-National Research Council and/or other information, 
FDA has classified the indications as follows: 
"Possibly" effective: Contact or atopic dermatitis; impetigi- 
nized eczema; nummular eczema; infantile eczema; endoge- 
nous chronic infectious dermatitis; stasis dermatitis; pyoderma; 


nuchal eczema and chronic eczematoid otitis externa; acne 
urticata; localized or disseminated neurodermatitis; lichen 
simplex chronicus; anogenital pruritus (vulvae, scroti, ani); 
folliculitis; bacterial dermatoses; mycotic dermatoses such as 
tinea (capitis, cruris, corporis, pedis); moniliasis; intertrigo. 
Final classification of the less-than-effective indications requires 
further investigation. 





CONTRAINDICATIONS l 
Hypersensitivity to Vioform-Hydrocortisone, or any of its ingredi- 
ents or related compounds; lesions of the eye; tuberculosis of the 
skin; most viral skin lesions (including herpes simplex, vaccinia, 
and varicella). 

WARNINGS 

This product is not for ophthalmic use. 

In the presence of systemic infections, appro- 
priate systemic antibiotics should be used. 
Usage in Pregnancy 

Although peal steroids have not been 
reported to have an adverse effect on preg- 
nancy, the safety of their use in pregnant 
females has not been established. Therefore, 
they should not be used extensively on preg- 
nant patients in large amounts or for pro- 
longed periods of time. 


PRECAUTIONS 

May prove irritating to sensitized skin in rare cases, If this occurs, 

discontinue therapy. May stain, 

If used under occlusive dressings or for a prolonged period, watch 

for signs of pituitary-adrenal axis suppression. 

May interfere with thyroid function tests. Wait at least one month 

after discontinuance of therapy before performing these tests. The 

ferric chloride test for phenylketonuria (PKU) can yield a false- 

p result if Vioform is present in the diaper or urine. 
rolonged use may result in overgrowth of nonsusceptible orga- 

nisms requiring appropriate therapy. 

ADVERSE REACTIONS 

Few reports include: Hypersensitivity, local burning, irritation, 

pruritus. Discontinue if untoward reaction occurs. Rarely, topical 

corticosteroids may cause striae at site of application when used 

for long periods in intertriginous areas. 

DOSAGE ' 

Apply a thin layer to affected areas 3 or 4 times daily. 

HOW SUPPLIED 

Cream, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 

water-washable base containing stearyl alcohol, cetyl alcohol, 

stearic acid, petrolatum, sodium lauryl sulfate, and glycerin in 

water; tubes of 5 and 20 Gm. Ointment, 396 iodochlorhydroxyquin 

and 1% nydrocortisone in a petrolatum base; tubes of 20 Gm. 

Lotion, 3% iodochlorhydroxyquin and 1% hydrocortisone in a 

water-washable base containing stearic acid, cetyl alcohol, lanolin, 

propylene glycol, sorbitan trioleate, polysorbate 60, triethanolamine, 

methylparaben, propylparaben, and perfume Flora in water; plastic 

squeeze bottles of 15 ml. Mild Cream, 3% iodochlorhydroxyquin 

and 0.5% hydrocortisone in a water-washable base containing 

stearyl alcohol, cetyl alcohol, stearic acid, petrolatum, sodium 

lauryl sulfate, and glycerin in water; tubes of Y? and 1 ounce. 

Mild Ointment, 395 iodochlorhydroxyquin and 0.596 hydrocortisone 

in a petrolatum base; tubes of 1 ounce. 


Consult complete product literature before prescribing. 


CIBA Pharmaceutical Company 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 
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The most widely 
prescribed form... 
20-Gm Cream 


U.V. PHOTOTHERAPY RADIOMETER 
for PHOTOCHEMOTHERAPY of 


PSORIASIS 
Features: 


Direct readout in milliwatts/cm?. 

Spectral response to match the photosensitization of skin. 
Sensitivity from 0.3 to 100 milliwatts/cm?, full scale. 

Wide field of view to match the cosine receiving function of 
human skin. 

is rugged and battery operated for full portability and 
safety. 

L.E.D. battery status indicator lamp. 

Silicon photodiode detector for maximum stability.. 


Write Dept. A 


international light. 


Specialists in Light Measurement 
DEXTER INDUSTRIAL GREEN 
NEWBURYPORT, MA. 01950 617-465-5923 























^« ANNOUNCEMENT OF 
THIRD ANNUAL SNOWBIRD WINTER 
^. CONFERENCE IN DERMATOLOGY 


SNOWBIRD, UTAH 
February 26-March 5, 1977 





FACULTY: John H. Epstein, M.D. 
Daniel E. Gormley, M.D. 

Clark Huff, M.D. 

Gerald G. Krueger, M.D. 
James P. Kushner, M.D. 

John A. Parrish, M.D. 
Theodore A. Tromovitch, M.D. 
William S. Weems, M.D. 


TOPICS:  Polymorphous Light Eruption, Pediatric 
Dermatology, Porphyrias, Photochemo- 
therapy, Immunoenhancing Agents, Der- 
matopathology Unknowns, Examination 

TUITION: $175.00 







FOR FURTHER INFORMATION CONTACT THE INTER- 
MOUNTAIN DERMATOLOGY FOUNDATION, 1220 
EAST 3900 SOUTH, SALT LAKE CITY, UTAH 84117 








Vanoxide” Acne Lotion and Loroxide' Acne Lotion 


Description: Vanoxide Acne Lotion contains (as dispensed) benzoyl peroxide 
5% and chlorhydroxyquinoline 0.25%, incorporated in a water washable 
lotion 


Loroxide Acne Lotion contains (as dispensed) benzoyl peroxide 5.575, and 
chlorhydroxyquinoline 0.25%, incorporated in a water washable lotion, with 
Dermik Color Blender supplied separately 


How Supplied: Vanoxide— Bottles, 25 and 50 grams; Loroxide— Bottles, 
25 grams 


Vanoxide-HC* and Loroxide-HC" Lotions 


Description: Vanoxide-HC Lotion contains (as dispensed) hydrocortisone 
0.5%. benzoy! peroxide 5.0% and chlorhydroxyquinoline 0.25%, incorporated 
in a water washable lotion containing purified water, propylene glycol, 
hydroxyethylcellulose, FD&C color, cholesterol-sterol, cetyl alcohol, 
propylene glycol stearate, polysorbate 20, lanolin alcohol, propylparaben, 
decyl oleate, purcelline oil syn., antioxidants. vegetable oil, methylparaben. 
tetrasodium EDTA, buffers. cyclohexanediamine tetraacetic acid, calcium 
phosphate, silicone emulsion, and silica. 


Loroxide-HC Lotion contains (as dispensed) hydrocortisone 0.5%, benzoyl 
peroxide 5.5% and chlorhydroxyquinoline 0.25%, incorporated in a water 
washable lotion containing purified water, propylene glycol, hydroxyethyl- 
cellulose. caramel color, cholesterol-sterol, cetyl alcohol, propylene glycol 
stearate, polysorbate 20, lanolin alcohol, propylparaben, decyl oleate. 
purcelline oil syn., antioxidants, vegetable oil, methylparaben, tetrasodium 
EDTA. pH buffers, cyclohexanediamine tetraacetic acid, calcium phosphate. 
silicone emulsion, silica, kaolin, talc and titanium dioxide. with Dermik Color 
Blender’ supplied separately. 


Actions: Provides keratolytic, peeling and drying action. 
Indications: An aid in the treatment of acne and oily skin 


Contraindications: Contraindicated for patients having known hypersensi- 
tivity to hydrocortisone, benzoyl peroxide, chlorhydroxyquinoline or any other 
component of this preparation. Topical steroids are contraindicated in viral 
diseases of the skin, such as varicella and vaccinia 


Warning — Usage in Pregnancy: Safety of use of topical steroids during preg- 
nancy has not been absolutely established. Therefore, they should not be 
used extensively. or in large amounts or for prolonged periods of time on 
pregnant patients 


Precautions: For external use only. Keep away from eyes. Discontinue use if 
irritation develops. Use of appropriate antifungal or antibacterial agents 
should be instituted in presence of infection. If afavorable response does not 
occur promptly, the corticosteroid should be discontinued until the infection 
has been adequately controlled. If extensive areas are treated, or if the 
occlusive technique is used, the possibility exists of increased systemic 
absorption of the corticosteroid and suitable precautions should be taken. 
Observe patients carefully for possible local irritation or sensitization during 
long-term topical therapy. Apply with caution on neck and/or other sensitive 
areas. There may be a slight, transitory stinging or burning sensation on 
initial application which invariably disappears on continued use Ultraviolet 
and cold quartz light should be employed in lesser amounts, as this lotion 

is keratolytic and drying. Harsh, abrasive cleansers should not be used 
simultaneously with this lotion. Colored or dyed garments may be bleached 
by the oxidizing action of benzoyl peroxide. Chlorhydroxyquinoline may 
cause temporary light-yellowish skin staining in rare cases. Keep out of the 
reach of children. F 


Adverse Reactions: Local adverse reactions reported with topical corti- 
costeroids: burning sensations, itching, irritation, dryness, folliculitis, 
secondary infection, skin atrophy, striae, hypertrichosis, acneiform eruptions, 
and hypopigmentation. The sensitizing potential of benzoyl peroxide and 
chlorhydroxyquinoline are low; but they can produce allergic reaction 
Reduce amount and frequency of application if excessive redness or peel- 
ing occurs 

How Supplied: Bottles, 25 grams. 


Caution: Federal law prohibits dispensing without prescription 


5-Benzagel' and 10-Benzagel" Acne Gels 


Description: 5% or 10% benzoyl peroxide, 6% polyoxyethylene lauryl ether and 
4095 alcohol in an astringent gel containing colloidal magnesium aluminum 
silicate, hydroxypropyl methylcellulose, citric acid, fragrance. and purified 
water 


Action: Provides drying, desquamative and antiseptic activity 
Indication: An aid in the treatment of acne. 


Dosage and Administration: Wash affected areas prior to application. Apply 
once or more daily or as directed by physician. 


Contraindications: Should not be used by patients having known sensitivity 
to either benzoyl peroxide or polyoxyethylene lauryl ether. 


Precautions: For External Use Only. Not for ophthalmic use. Keep away from 
eyes and mucosae. Very fair individuals should begin with a single applica- 
tion at bedtime allowing overnight medication. May bleach colored fabrics 
Keep this and all other medications out of the reach of children. 


Caution: Federal law prohibits dispensing without prescription 
How Supplied: Plastic tubes, 175 oz. and 3 oz 


DERMIK LABORATORIES, INC. 
Fort Washington, Pa., U.S.A. 19034 
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»xsel (selenium sulfide 
2.596 lotion: 


JESCRIPTION Contains: selenium sulfide 2.5% 

rith edetate disodium; bentonite; sodium linear alkylate sulfonate; alphaolefin sulfonate; glyceryl mono- 

icinoleate; silicone; titanium dioxide; citric acid monohydrate; sodium phosphate monobasic monohydrate 

yerfume and purified water 

CTIONS The mechanism of action of selenium sulfide in seborrheic dermatitis is unknown 

NDICATIONS Selenium sulfide is indicated in the treatment of seborrheic dermatitis of the scalp 

acluding dandruff 

SONTRAINDICATIONS The product should not be used by patients allergic to any of its components 

VARNINGS Safety for use in infants has not been established 

"RECAUTIONS 1. Chemical conjunctivitis may result if this preparation enters the eyes 

! The product should be used with caution when acute inflammation or exudation is present as an increase 
in absorption may occur 

ADVERSE REACTIONS |. Hair loss has been reported with the use of the product 

> Discoloration of the hair may follow the use of selenium sulfide. This can be minimized by careful rinsing 
of the hair aíter treatment 

1 Oiliness of the hair and scalp may increase following the use of this product 

»2OSAGE AND ADMINISTRATION Shake well before using 

|. Massage about 1 or 2 teaspoonfuls of the medicated shampoo into the wet scalp. Avoid contact with the 

eyes 

Allow product to remain on the scalp for 2 to 3 minutes 

Rinse the scalp thoroughly 

Repeat application and rinse thoroughly 

After treatment, wash hands well 

6. Repeat treatments as directed by physician 

The preparation should not be applied more frequently than required to maintain control of symptoms 

ACCIDENTAL ORAL INGESTION Selenium sulfide is highly toxic if ingested Nausea and 

vomiting usually occur after oral ingestion. Treatment is to induce vomiting or if necessary perform gastric 

lavage, together with general supportive measures as required. Administer a purgative to hasten elimination 

HOW SUPPLIED In 4 fl oz plastic bottles On prescription only 

Protect from heat. For external use only. Keep this and all medications out of the reach of children 
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a . Editorial 


s Eye Diseases Induced by 








D the wake of progress and devel- 
A. opments in therapy, diseases that 
are attributable to these same ad- 
vanees may follow. The stimulus for 
this eommunication was a recent 
study by the ad hoc committee of the 
American Academy of Dermatology 
on the advisability of over-the-counter 
sales of topical hydrocortisone reme- 
dies. It soon became clear that adverse 
effects from ocular applications of 
steroid medications were known and 
appreciated by only a few medical 
specialists and by fewer practicing 
physicians. The purpose of this pre- 
sentation is an informative review of 
these important adverse effects, so 
they may be given serious considera- 
, tion, yet the danger not be exagger- 
=. ated. 
Y Ophthalmologists"' have demon- 


< strated the occurrence of increased 

~. ocular pressure (ocular hypertension), 
glaucoma, and other serious adverse 
. effects, including cataract, from ocu- 
. lar applications of glucocorticosteroid 





drops and ointment. Hydrocortisone : 
can also produce these adverse ef- 


fects.^* Inereased susceptibility to 
ocular hypertension from steroid 
drops or ointment occurs in a group of 
people who have open angle glaucoma 


and in members of their families, but 


also in a number of apparently norma! 
individuals. Diabeties may likewise 
have increased susceptibility.* 

The topical use of steroid medi- 
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The Thin Edge of the Wedge 


. Topically Applied Steroids 


cations for treatment of eyelid derma- 
toses, for example, lichen simplex 
chronieus, atopic and contact dermati- 
tis, marginal blepharitis, and seb- 
orrheic dermatitis, and for eruptions 
of the periorbital region may result in 
conjunctival contamination of ac- 
cumulated amounts of medication, 
which are capable of causing all of the 
untoward effects from ocular appliea- 
tion of drops or ointment. It is neces- 
sary for the medication to get into the 
eye (conjunctival sac) repeatedly to 
cause complications. Many patients, 
however, apply their ointment or 
cream rather sloppily. 

It is known that 30% to 40% of the general 
population will experience an elevation of 
intraocular pressure to greater than 19 mm 
Hg after six weeks of topical (ocular) corti- 
eosteroid therapy. Six percent of the popu- 
lation will respond with intraocular pres- 
sures greater than 31 mm Hg." 

The exact percentage of ‘corticosteroid 
responders’ in infancy is not known, but 
there is no reason to assume that it differs 
markedly from that in the general popula- 
tion. In infants in whom the accurate 
measurement of intraocular pressure is 
difficult, even for the experienced ophthal- 
mologist, it seems particularly dangerous 
to utilize long-term corticosteroid thera- 
py. 

The evils of topical ocular applica- 
tions of corticosteroid in the presence 
of herpes simplex or other virus infec- 
tions of the eye seem to be better 
known and appreciated. The repeated 





and extensive use of topical ocula 
application of antibiotics alone or in 
combination with steroids is blamed 
for an increased incidence of fungi on. 
the eye and its adnexa, orto enhanced |... 
virulence of the invading organism." 
Despite some controversy, consider- 
able evidence exists to suggest an 
increased incidence of antibiotic and 
steroid related ocular mycotic infee- 
tions." 

It would seem reasonable to suggest |... 
that when topical glucocortieosteroid =- 
medication is considered for the 
eyelids and neighboring areas, pa- . . 
tients with increased susceptibility to. 
ocular hypertension and those with © . 
glaucoma be treated jointly. Further- . 
more, when the use of steroid medi- . 
cations is indicated for the eyelids, 
care to avoid getting the medication < 
into the eyes should be stressed; when 
treatment is required for longer than . 
one to two weeks, ocular pressure = 
should be monitored by the ophthal- ` 
mologist. All patients receiving pre- 
scriptions for topical steroid medi- 
cations should be instructed to avoid — 
use over the eyelids and not to share | ` 
their medication with family mem- 
bers and friends. For example, an 18- 
year-old man used his sibling's steroid m 
skin cream to treat blepharoconjune- . 
tivitis and induced severe bilateral 
glaucoma." A dermatologist used a` 
steroid eream around his eyes for. 
atopic dermatitis and got some of the 
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that did not improve following avoid- 
ance of the medication, but required. 
-intense medical therapy (P. M. Hen- 
kind, MD, PhD, written communica- 
- tion, Feb 11, 1975). Physicians are not 
"immune and should realize that self- 


treatment with topical steroid medi- 


 eation may cause serious eye disease 
: in a relatively brief time. 
. Although reports in the dermatolog- 
"ical literature of these untoward 
effects are almost nonexistent and 
. although the number of individuals 
~ affected thus far may be considered a 
small and even a select group, antic- 
ipation | and prevention of the problem 


; our responsibility as physicians. All. 


f the ingredients. for iatrogenic eye 
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' ream into TNT eyes on many y occasions. E 
He developed intractable glaucoma . 
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such a precious and priceless gift as 
vision should be- protected and 


guarded with vigilance. 


J. B. HOWELL, MD 
Dallas 
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Photochemotherapy of 


Use of 





Orally Administered Psoralens 


and a High-Intensity Long-Wave. . a 


Ultraviolet Light System 


John A. Parrish, MD; Thomas B. Fitzpatrick, MD; 


* A new light source that provides high- 
intensity ultraviolet light (UVA) (300 to 400 
nm) to the entire body surface makes 
orally administered psoralen treatment of 
vitiligo with an artificial light practical. In 
the 26 patients studied, the degree of 
repigmentation with either trioxsalen 
(TMP) or methoxsalen (8-MOP) and high 
intensity UVA was at least as great as that 
with the same oral agents and sunlight. 
With artificial UVA and similar treatment 
conditions, the two psoralen derivatives 
were compared in the treatment of vitiligo; 
TMP stimulated repigmentation as well as 
8-MOP and caused fewer side effects. 

(Arch Dermatol 112:1531-1534, 1976) 


Ae is an acquired amelanosis 
of unknown cause that affects all 
races. While circumscribed hypomela- 
nosis can result from a variety of 
genetic, chemical, metabolic, endo- 
erine, inflammatory, or infectious 





Aecepted for publication Jan 7, 1976. 

From the Department of Dermatology, Har- 
vard Medical Sehool, Massachusetts General 
Hospital, Boston. 

Reprint requests to Department of Dermatol- 
ogy, Massachusetts General Hospital, Boston, 
MA 02114 (Dr Parrish). 


Christopher Shea; Madhu A. Pathak, MB, PhD 


causes, the term “vitiligo”. usually s 
refers to an acquired, idiopathie, 
macular, total loss of pigmentation.’ 


The amelanotic areas are often distal, ^. 


bilaterally symmetrical, and surround 
body orifices, but they may occur in 
segmental or haphazard fashion. Vitis 
ligo most often occurs in otherwise . 

normal people but is also seen in 


inereased incidence in persons with: PP 
thyroid disease, Addison disease, per- ^. 


nicious anemia, alopecia areata, adult 
onset diabetes, halo nevi, and in 


persons with a family history of vitili- m 


go" p 

Topically and intradermally ad- 
ministered corticosteroids’ have been. - 
shown to lead to repigmentation of — 


isolated areas of vitiligo, but the ^. 


expense of repeated treatment of | 
large areas and the atrophy and telan- 
giectasia' that may occur on the face . 


or areas of occlusion make such treat- — 


ment less than satisfactory. Thiambu- 


tosine, topically administered levo- =- 







dopa,” and clofazimine' have also . 
been used with limited success, —  - 

Topical psoralens and subsequent 
exposure to sunlight or blaek light ha 
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Fig 1.—Response to psoralen photochemotherpay (artificial light): 
0 to +, no repigmentation or minimal, scattered perifollicular 
repigmentation; + 1, up to 25% repigmentation; + 2, 25% to 50% 
repigmentation; +3, 50% to 75% repigmentation; and +4, 
greater than 75% of total surface area originally amelanotic is not 
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Fig 2.—Response to TMP-photochemotherapy (sunlight): O to +, 


- no repigmentation or minimal, scattered perifollicular repigmen- 


tation; + 1, up to 25% repigmentation; + 2, 25% to 50% repigmen- 
tation; +3, 50% to 75% repigmentation; and + 4, greater than 
75% of total surface area originally amelanotic is now repig- 


-repigmented. 


mented. 


Fig 3.—Left, Woman 44 years old with three-year history of vitiligo. Right, Same patient after 
14 months of treatment with 40 mg of 8-MOP and artifical UVA twice weekly. 





— 0 


resulted in repigmentation,'"" but 
this technique is hazardous to use 
except on small areas of skin because 
the effective treatment dose of pso- 
ralen and ultraviolet light is thought 
to be critically close to that which 
gives severe erythema. Thus, many 
patients attempting to use topical 
psoralens experience painful blister- 
ing reactions at some point during 
their therapy. 

The most successful treatment of 
vitiligo to date has been the ingestion 
of psoralens and subsequent exposure 
to sunlight.'^''^" Repigmentation has 
been reported with artificial sources 
of ultraviolet light and oral pso- 
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ralens,^^' but inadequate intensities 
of long-wave ultraviolet light (UVA) 
(320-400 nm) have made such treat- 
ments impractical for some patients. 
Treatment times were long, and 
simultaneous total body exposure is 
not easily achieved. The development 
of a new high-intensity long-wave 
ultraviolet light system that irra- 
diates a large field size now makes 
such photochemotherapy of vitiligo 
practical. 


SUBJECTS AND METHODS 


Twenty-six vitiligo patients were 
treated with total body exposure to artifi- 
cial UVA two hours after ingestion of 


psoralens. Only patients with a year or 
more history of stable vitiligo involving 5% 
to 40% of body surface were selected for 
study. The light used is a new fluorescent 
lamp system containing 48 newly devel- 
oped four-foot fluorescent bulbs mounted 
in a horizontal plane; this system provides 
an even exposure over an area of 7 x 4 
feet. The new fluorescent bulbs emit a 
continuous spectrum of high-intensity ra- 
diation between 320 and 390 nm and have a 
peak emission at 365 nm; this corresponds 
to the action spectrum of psoralens. A 
plastic sheet (Mylar) was inserted just 
below the bulbs to filter out radiation 
below 320 nm wavelengths; this filter was 
replaced frequently to avoid changes of 
irradiance related to its photodegradation. 
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Fig 4.—Left, Girl 16 years old with two-year history of vitiligo. Right, Same patient with more than 9596 repigmentation of hips and lower 
part of abdomen after 14 months of treatment with 40 mg of TMP and artificial UVA twice weekly. 


The irradiance at 365 nm (5.6 mW /sq em) is 
relatively uniform at distances of 3 to 12 
em from the plastic filter. Details of the 
lamp system are presented elsewhere. 
The initial exposure was 2 joules/sq em; 
exposure dose was increased in increments 
of about 1 joule/sq cm every third treat- 
ment to a maximum of 12 joules/sq em. 
However, if erythema, itching, or desqua- 
mation developed at 48 to 72 hours after 
treatment, no further increments were 
attempted until these reactions lessened. 
Therefore, patients receiving trioxsalen 
(TMP) reached this maximum exposure in 
fewer treatments because photctoxie reac- 
tions did not occur. To avoid cumulative 
phototoxie responses, daily treatments 
were not used. 

Patients were treated exclusively with 
psoralens and the artificial light system 
two to three times per week. Thirteen of 
these patients took TMP and another 13 
took methoxsalen (8-MOP). The dosage of 
psoralens was 40 mg prior to each exposure 
for all but two children in each group, who 
ingested 30 mg. Patients were treated for 
12 to 14 months. 


RESULTS 


Nineteen of the 26 (73%) patients 
showed improvement with photo- 
chemotherapy with the use of pso- 
ralens and artificial light (Fig 1). 
While no patients had complete repig- 
mentation in all areas, there was more 
than 75% improvement (more than 
75% of total area of original amela- 
nosis was repigmented) in 4 of 13 
TMP-treated patients and 2 of 13 of 
the 8-MOP group. Seven of the 26 
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patients showed little or no response. 
These results are similar to those 
obtained when 68 patients were 
treated with similar doses of TMP and 
sun exposure for 12 to 36 months (Fig 
2). 

There was no correlation between 
improvement and extent of involve- 
ment at initiation of therapy, between 
the duration of vitiligo and response 
to therapy, or between age of patient 
and response to therapy. Two adoles- 
cents were in each group of 13, and in 
both groups one did well and one did 
not respond. Examples of a good 
response are seen in Fig 3 and 4. 

Serum alkaline phosphatase, biliru- 
bin, and serum glutamic oxalacetic 
transaminase levels, hemoglobin level, 
hematocrit reading, white blood cell 
count with differential, and urinalysis 
were performed every three to six 
months on the 26 patients. Results of 
all laboratory tests were normal. 


SIDE EFFECTS 


All of the 13 patients receiving 8- 
MOP developed, in the unpigmented 
skin, intermittent erythema through- 
out the 12 to 14 months. By the end of 
one year, moderate thickening and 
desquamation was present in several 
sites, but these changes were limited 
to the vitiliginous skin. Eight of the 8- 
MOP patients developed additional 
side effects during the course of ther- 
apy; transient pruritus was observed 


in five and nausea in three. 

Of 13 patients receiving TMP, one 
reported mild pruritus and one had .- 
mild nausea; only minimal erythema 
was occasionally present on the vitil- 
iginous skin of two patients. No other 
signs of acute or chronic phototoxicity 
were present. 


COMMENT 


Patients with vitiligo have several 
options. They can ignore or accept 
their disease. While vitiligo on black 
skin may be a serious cosmetic liabili- 
ty and while white spots are a 
psychosocial disaster in some cultures, 
the white spots are hardly noticeable 
in light-skinned Caucasians who avoid 
the sun. Patients may simply be reas- 
sured that the disorder is confined to 
the skin and is not dangerous or 
contagious. Patients may cover the 
vitiliginous skin with stains, dyes, or 
cosmeties. Areas of skin less than 10 
sq cm can be treated quite safely and 
successfully by topically applied 8- 
MOP and subsequent exposure to 
solar or artificial long-wave ultravio- 
let light. Topical psoralen therapy 
requires careful monitoring to avoid 
severe phototoxic erythema or blister- 
ing. 

Persons with vitiligo may elect to 
embark on a treatment program using 
oral psoralens. Since treatment of 
vitiligo is long and difficult, only those 
patients who are highly motivated 
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and eompletely informed about their 
chances of improvement should begin 
such therapy. À review of 26 patients 
reported here, and of 68 patients 
treated with oral TMP and sunlight, 
emphasizes that some patients do not 
achieve repigmentation despite a mis- 
sionary-like faithfulness to therapy 
for years. When using 40 mg of TMP 
or & MOP two hours prior to ultravio- 
let exposure, about 70% of patients 
show some improvement after more 
than 12 months of two to three treat- 
ments per week. Total confluent 
repigmentation of all vitiligo sites 
without a single remaining white 
macule is unusual. The face responds 
to treatment better than other areas; 
the dorsa of hands and feet respond 
poorly. None of these patients had 
shown any "spontaneous" or solar- 
induced repigmentation prior to pso- 
ralen therapy. It is therefore unlikely 
. that artificial UVA alone accounted 
— for repigmentation, since the total 
treatment UVA received was equiva- 
lent to the UVA of less than one hour 
of sun exposure twice each week. 
Although, compared with 8-MOP, 
TMP is much less erythemogenic and 
melanogenie for normal skin, TMP is 
useful in photochemotherpay of vitili- 
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go. In this study done with artificial 
light, the results with TMP were 
comparable to results of 8-MOP ther- 
apy. When used with equivalent UVA 
exposure doses, as in this study, TMP 
is less likely to cause phototoxic reae- 
tions and causes less nausea and pruri- 
tus. Since the erythema, desquama- 
tion, and thickening of skin that may 
accompany long-term use of oral 8- 
MOP therapy is not a problem with 
TMP, it may be possible for patients 
to remain in the sun for longer periods 
of time. They may be somewhat more 
casual about monitoring exposure 
times and may be able to receive 
treatments more frequently than 
with 8-MOP. Daily treatments, how- 
ever, carry a risk of erythema 
response and of cumulative phototoxic 
effeets. The mechanism by which 
psoralens and UVA stimulate repig- 
mentation is not known. It may be 
that other psoralens stimulate repig- 
mentation with even less erythemo- 
genesis or melanogenesis to normal 
skin. For patients who work or have 
limited time sehedules and can only 
expose the skin for brief periods of 
time two or three times a week, the 
more phototoxie 8-MOP may be used. 

This report describes a method of 
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-© Three patients with mixed connective 
tissue disease (MCTD) had clinical fea- 
dures that included a high incidence of 
-Raynaud phenomenon, arthritis, myositis, 

and swollen hands. The diagnostic labo- 

ratory test result was the presence of high 

titers of antibody to extractable nuclear 
antigen. These antibody titers are notably 
reduced or abolished in patients with 
^s .MCTD when the tanned red blood cells 
that. are used in the test are pretreated 
with ribonuclease. Speckled antinuclear 
antibodies were present in all patients. 
: Patients with MCTD have a low incidence 
of | renal disease, are responsive to treat- 
ment with prednisone, and have a good 


prognosis. 
(Arch Dermatol 112: 1535-1 538, 1976) 
































| I 1972, Sharp and associates de- 
seribed 25 patients with mixed 
features of scleroderma, dermatomyo- 
sitis, polymyositis and lupus erythem- 
atosus (LE)? These patients were 
unique in that they all had speckled- 
pattern fluorescent antinuclear anti- 
bodies (FANA) and a high titer of 
antibody to extractable nuclear anti- 
gen (ENA). Clinical features of this 
e group included a high incidence of 
Raynaud phenomenon, arthritis and 
arthralgias, myositis, and swollen 
hands. In 1973, Sharp et al reported 92 
additional eases from the serum sam- 
ples sent by other physicians,’ and, by 
1975, a total of 200 cases had been 
reported from the combined experi- 
ence of 11 medical centers.' Sharp and 
. co-workers labeled this group "mixed 
-.' connective tissue disease" (MCTD). 
The use of this term was perhaps 
Bo con because it has led to the 
misunderstanding that this is simply 
another name for "overlap," “cross- 
over," and "indeterminate," and, 
therefore, is of no great conse- 
quence." 
Even though the clinical presen- 
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tations of MCTD may vary, the 
presence of a high titer of antibodies 
to ENA, which is sensitive to diges- 
tion with ribonuclease (RNase), allows 
for precise identification of these 
cases. The exact prevalence of MCTD 
is unknown, although it may be fairly 
common, since 225 cases have already 
been identified. 

In the past four years, we have 
studied three patients with the clinical 
and laboratory characteristics of 
MCTD described by Sharp. This 
report records our experiences with 
these patients and differentiates their 
characteristics from other connective 
tissue diseases. 


REPORT OF CASES 


Case L—Àn 18-year-old man of Italian 
ancestry developed Raynaud phenomenon 
and sweling of the hands six months 
before his first visit to our clinie in 
February 1974. Shortly thereafter, he 
began to have pain and swelling in the 
fingers and wrists (Fig 1). Hyperpigmen- 
tation of the hands and feet began and 
gradually extended. He complained of easy 
fatigability and muscle weakness and 
sustained a 2.3-kg weight loss. The episode 
that eaused him to come to the clinie was 
the development of painful ulcerations of 
two fingertips (Fig 2). 

On physical examination, there was 
obvious muscular weakness that involved 
the proximal muscle groups of both upper 
and lower limbs. The hands and feet were 
blue, even at room temperature, and were 
diffusely swollen and hyperpigmented, but 
there was no definite sclerosis of the skin. 
There was no erythema or telangiectasia of 
the nail folds. Painful fissures were 
present on two fingertips. The joints were 
not deformed or swollen. There was no 
adenopathy or hepatosplenomegaly. 

The values that were obtained from the 
following studies were within normal 
limits: complete blood cell (CBC) count: 
urinalysis; blood urea nitrogen (BUN); 
latex-fixation; serum alkaline phosphoki- 
nase; and anti-DNA antibody. A VDRL 
test for syphilis was negative. X-ray films 
of the upper gastrointestinal tract, intes- 
tines, chest, and bones were normal, as 
were an esophagram and an electrocar- 
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diogram (ECG). Pulmonary function stud- 
ies disclosed a normal vital capacity, a 
normal maximal breathing capacity, nor- 
mal expiratory flow rates, and a normal 
pulmonary diffusion capacity. Serum crea- 


tine phosphokinase (CPK), lactic dehydro- je : 


genase (LDH), and serum glutamic oxalo- . 
acetic transaminase (SGOT) levels were all à 
considerably elevated: CPK, 759 mg/ml: 
(normal, 24 to 145 mu/ml); LDH, 321 num 
(normal, 100 to 225 mu/ml); and SGOT, 94- 
mu/ml (normal, 7 to 40 mg/ml). Urin na ir 
creatine levels were normal. The FANA 
test was positive, with speckled. patterns: 
evident at titers greater than 1:80. The - 
ENA antibody titers were 1:100,000 and 
were reduced to 1:10 by RNase. Electro- 
myography of all proximal muscle groups - 
of the upper and 
disclosed increased insertion activity, fi- 
brillation potentials, and positive sharp 
waves at rest, and normal motor-unit 
potentials on volition with normal recruit- 
ment. Motor and sensory nerve-fiber 
conduction studies gave normal results. In 
the absence of classical findings for 
inflammatory myopathy, differentiation 
between myopathy and anterior-horn-cell 
disease was not possible. A skin biopsy 
specimen from the normal exposed skin of 
the upper portion of the left arm showed no 
abnormalities, and there were no immu- 
noglobulin deposits at the dermo-epider- 
mal junction on direct tissue immunofluo- 
rescence. 

Early in June 1974, he began receiving 
150 mg of prednisone at 8 AM on alternate 
days. The dosage was gradually decreased 
to 75 mg orally every other day. He 
partially regained his muscular strength, 
and the ulcerations on his fingertips 
healed. There was some improvement in 
the Raynaud phenomenon and joint symp- 
toms, but the resolution of these symptoms 
was slower. 

Because of an increase in muscle enzyme 
levels in association with persistent 
arthralgias, the prednisone dosage was 
changed to 30 mg daily in divided doses 
during December 1974. By April 1975, 
muscle enzyme levels and muscle strength 
were normal, and only asymptomatic 
Raynaud phenomenon remained. At this 
time, the prednisone dosage was decreased 
to 20 mg daily, with no objective muscle 
weakness. In September 1975, the dosage 
was reduced further to 10 mg daily, and 
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lower extremities. ^ =o 


Incidence of Characteristics of Patients 
With Mixed Connective Tissue Disease 
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Arthritis / arthralgias 


Swollen hands 
Raynaud phenomenon 
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Abnormal esophageal motility 

Myositis 

Lymphadenopathy 

Fever 

Hepatomegaly 

Serositis 

Splenomegaly 

Renal disease 

Anemia 

Leukopenia 

Speckled fluorescent antinuclear antibody 
Anti-DNA antibodies 

Decreased pulmonary diffusing capacity 
Sclerodermal changes 

Neurologic abnormalities 

Sjogren syndrome 

Hashimoto thyroiditis 


Q3 


muscle enzyme levels remained normal. 

Case 2.—A 47-year-old woman of Greek 
extraction developed joint pains in the 
knees and right shoulder and generalized 
muscle weakness during December 1970, 
which was 114 months prior to her first visit 
to our clinic. During the previous year, 
taynaud symptoms were associated with 
persistent swelling of the hands that was 
worse on the right side. 

On physical examination, there was blue- 
ness of the hands, even at room tempera- 
ture, that was worse on the right side. 
Swelling of the hands, which was more 
pronounced on the right side, prevented 
full flexion. Her voice was thin and reedy. 
Some muscular weakness of the proximal 
muscle groups of the upper and lower 
extremities was present. There was mild 
tapering of the fingers, but no sclerosis or 
pigmentation of the skin. There was no 
telangiectasia of the nail folds. Range of 
motion was complete in all joints, except in 





Fig 1.—Hands diffusely swollen without 
sclerotic changes (case 1). (Photograph 
used by permission of New York University 
School of Medicine, Skin and Cancer 
Unit.) 
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the right shoulder. There was no adenop- 
athy or joint deformity. 

Results of CBC count, urinalysis, and 
FANA test were within normal limits. 
Serum CPK and aldolase levels were 
normal. The SGOT value was mildly 
elevated at 58 mp/ml. Latex fixation was 
negative. A VDRL test for syphilis was 
negative, but the fluorescent treponemal 
antibody test was negative. Esophagram 
and hand and shoulder x-ray films were 
normal. Electromyography of the left 
deltoid and right quadriceps muscles 
showed fibrillations and positive wave 
potentials at rest, and normal and long- 
duration polyphasie motor-unit potentials 
on volition. Normal motor and sensory 
nerve conduction was present. There was 
no electrical evidence of classical muscle- 
fiber degeneration. Differentiation was 
not possible between anterior-horn-cell 
disease and inflammatory muscle disease. 

The patient was not placed on a thera- 


Fig 2.—Painful keratotic erosion at tip of 
finger (case 1). (Photograph used by 
permission of New York University School 
of Medicine, Skin and Cancer Unit.) 


peutic regimen. Two years later, in March 
1973, sclerodermal changes developed on 
the neck, face, arms, and dorsa of the 
hands. Muscle weakness and shortness of 
breath worsened. There were violaceous 
edematous plaques on the chest. Muscle 
enzyme levels were now all notably 
elevated: LDH, 730 mu/ml; SGOT, 216 mp/ 
ml; and CPK, 1,941 mu/ml. The FANA was 
now speckled at 1:80. Esophagrams showed 
dysenergy and dyskinesia. The ENA anti- 
body titers were 1:100,000 and were elimi- 
nated by RNase. Anti-DNA antibodies 
were negative. She began receiving 60 mg 
of prednisone orally every day during May 
1973. After four weeks of treatment, her 
serum CPK value was 520 mp/ml, her LDH 
value was 577 mp/ml, and her SGOT value 
was 185 my/ml. Muscle strength was 
mildly improved. She did not return to us 
for further therapy and discontinued the 
use of prednisone. During August 1975, she 
was examined by another physician. Her 
general condition had remained good, with 
slight weakness and some thickening of 
the skin of the face and the neck. An ENA 
antibody determination was positive in a 
titer greater than 1:50,000. A FANA deter- 
mination was positive, with a speckled 
pattern in a dilution of 1:80. The LE cell 
preparations were negative. Despite the 
relatively mild muscle weakness, her mus- 
cle enzymes levels remained elevated: 
CPK, 315 mu/ml; LDH, 330 mu/ml; and 
SGOT, 55 mu/ml. The patient still refused 
systemic treatment with prednisone. 

Case 3.—A 49-year-old woman of Greek 
extraction developed Raynaud phenom- 
enon that involved the right hand during 
the winter of 1968, which was approxi- 
mately 1!» years prior to her first visit to 
our clinic. One year later, the Raynaud 
phenomenon had extended to the left hand, 
but the symptoms were not as severe as 
those of the right hand. A right cervical 
sympathectomy was performed with no 
benefit. Shortly afterward, she began to 
have difficulty swallowing, and muscle 
weakness began in the neck and extended 
to the arms. Lolling of the head developed. 
Her voice became thin and reedy, and she 





Fig 3.—Hyperpigmentation and mild scle- 
rosis of hand (case 3). (Photograph used 
by permission of New York University 
School of Medicine, Skin and Cancer 
Unit.) 
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urgitation of food through the nasa 


a persistent ulceration of a fingertip. 


During the six months prior to her admis- 
sion to our clinic, she sustained an 11.3-kg 
weight loss. 


On physical examination, she had weak- - 


ness of all proximal upper-extremity mus- 
cle groups. There was less than full eleva- 
tion of her arms in abduction, and she could 
not sit up without the use of her hands. 
There was mild thickening of the skin and 
tapering of the fingers (Fig 3). Her hands, 
however, were not swollen. There was no 
visible dilation of the nail-fold capillaries, 
and telangieetasia was not present on the 
hands or on the face. The joints were not 
deformed or swollen, and there was no 
adenopathy or hepatosplenomegaly. Ray- 


eil naud. phenomenon was present in both 





S . hands and was worse in the right hand. 


Complete blood cell count, BUN value, 
serum eleetrolyte determinations, and se- 


< o rum alkaline phosphatase level were within 


normal limits. Results of urinalysis, LE cell 


x ... preparations, latex fixation test, eryoglob- 
“ulin determinations and serum protein 
eleetrophoresis, as well as an ECG and a 


chest x-ray film, were normal A barium 
esophagram showed a break in the wave of 
peristalsis in the lower two thirds of the 
esophagus, but the upper one third 
appeared to be normal. Pulmonary func- 
tion studies disclosed a drastically reduced 
vital capacity and an impaired maximum 
breathing capacity, without a meaningful 
alteration of the pulmonary diffusing 
capacity. Anti-DNA antibodies were not 
present. On two occasions, FANA determi- 
nations were negative, but on the third 
occasion, the test was positive, with a 
speckled pattern at a titer greater than 
1:40. Serum CPK, SGOT, and LDH values 
were greatly elevated: CPK, 225 my/ml; 
SGOT, 106 mg/ml; and LDH, 895 myu/ml. 
The 24-hour urinary creatine excretion 
level was within normal limits on two 
occasions. An electromyogram of the prox- 
imal muscle groups showed scattered areas 
of fibrillation potentials and positive sharp 
waves at rest, and polyphasie and short- 
duration motor units on stimulation. The 


TE electromyographie findings were inter- 


preted as most consistent with inflamma- 
tory muscle disease. A muscle biopsy spee- 
imen from the quadriceps showed a small 
number of randomly scattered fibers that 
were reduced in diameter and irregular in 
outline. There was a sparse macrophage 
aggregation without the presence of other 
inflammatory changes. The changes were 
not diagnostic of a specific disease pattern, 
In July 1974, during a period of relative 
remission, ENA antibody titers were 
1:1,000. Antibody activity was completely 
eliminated by RNase. 

She was started on a regimen of 80 mg of 
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e | 
: passages. For the first time, she dev eloped 


prednisone « daily ii in July 1970. The dosage. 


was gradually decreased durin g the follow- 
ing eight weeks to 40 mg daily, at which 
time the muscle enzyme levels had 
returned to normal. During the ensuing 
four months, from September to Novem- 
ber, the daily dosage of prednisone was 
reduced to 5 mg. During the next 21% years, 
she continued to receive prednisone at this 
dosage and experienced no recurrence of 
her muscle weakness. The Raynaud phe- 
nomenon remained, but no ischemic ulcers 
formed. In 1974, an attempt was made to 
discontinue the use of prednisone. How- 
ever, she developed some muscle weakness, 
and the regimen was reinstituted at 20 mg 
per day. At present, the dosage has been 
reduced to 15 mg daily, and muscle fune- 
tion has returned to normal. 


COMMENT 


In the three patients with MCTD 
whose cases we have presented, cuta- 
neous findings were primarily those 
of Raynaud phenomenon and swelling 
of the hands with or without tapering 
of the fingers. There was mild to 
moderate sclerosis of the skin of the 
hands in two of the three patients. 
Painful fingertip erosions or ulcera- 
tions were present initially in two 
patients. None of our patients had 
widespread sclerodermal changes, al- 
though one of the patients (case 2) 
developed violaceous thickened 
plaques on the chest. Visibly enlarged 
nail-fold capillaries, which are com- 
monly seen in LE dermatomyositis, 
and scleroderma, were not present in 
any of the three patients. 

Sharp and associates’ series of 25 
patients presented some cutaneous 
findings that we did not observe in 
our cases.'^ Four of their patients had 
widespread sclerodermal changes. In 
several patients, there were erythem- 
atous changes on finger joints that 
resembled dermatomyositis. Several 
also had a violaceous rash on the 
eyelids. Four of the 25 patients had 
LE-type skin lesions on sun-exposed 
areas. 

All three of our patients had prox- 
imal muscle weakness and elevated 
muscle enzyme levels (CPK, LDH, and 
SGOT). The urinary creatine level was 
normal in the two patients who were 
tested. All three had electromyo- 
graphic studies early in the course of 
their disease. An inflammatory myop- 
athy pattern was present in patient 3, 
whereas in patients 1 and 2, a differ- 
entiation between anterior-horn-cell 
disease and inflammatory myopathy 
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. could not be made. In some cases 0 


early inflammatory myopathy, the 
eleetromyographie findings may be 
nly fibrillation potentials and posi-. 
tive sharp waves (denervation pat- 
tern) (N. L Spielholz, PhD, written 
communication, October 1975). Al- 
though an important feature of 
MCTD is myositis and although most 
of the affected patients' ages vary 
from 13 to 66 years, MCTD has not 
been associated with an increased 
incidence of internal malignant neo- 
plasm. 

Sharp and co-workers provided no 
data on the social or ethnie back- 
ground of their patients. Interesting- 
ly, all three of our patients with. 


MCTD were of Mediterranean-basin 


extraction, while only 23 of 106 (21%) 


patients overall were of Mediterra- ^. 


nean origin in our connective-tissue- 
disease clinic. 2 
The diagnostic laboratory test for 
MCTD is the presence of an antibody © 
to ENA, which is detectable by a 


hemagglutination test. Speckled nu- = 


clear antigen, in certain patients, was 
shown by Beck’ to be extractable with 
saline. Sharp et al originally divided: 
their patients on the basis of the 
presence or absence of antibodies to 
the ENA.^ They defined three 
groups: (1) patients with systemic LE 
(SLE) with nephritis without ENA 
antibodies whose conditions were un- 
responsive to steroid therapy; (2) SLE 
patients with nephritis with ENA 
antibodies whose conditions were 
highly responsive to steroid therapy; 
and (3) patients with symptoms of a 
mixed disease whose clinical course 
was benign and was responsive to 
steroid therapy. They further defined 
the latter group by pretreating the 
tanned red blood cells (RBCs) that 
were used in the hemagglutination 
test with RNase. The pretreatment 
substantially reduced the ENA anti- 
body titers only in the patients with 
MCTD and not in those with ENA 
antibodies and SLE. 

Unlike ordinary scleroderma, 
MCTD responds well to systemic 
treatment with steroids. After periods 
ranging from two months to eight 
years, all of the patients of Sharp and 
associates were alive, Twenty-one 
were treated systemically with ste- 
roids and all went into remission. The 
conditions of 17 of 21 patients were 
controlled with 10 mg of prednisone 
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E dely ¢ or- 


Sharp et al also found a notable lack of 


2 .kidney involvement in MCTD and 





suggested that the ENA exerted a 
protective action. In the original 
series of 25 patients, there was no 
instance of renal disease." In the 
later series of 200 patients, there was 
only a 5% incidence of renal disease,’ 
which is remarkable because patients 
with MCTD have many of the same 
signs and symptoms as patients with 
SLE. Morris et al found that ENA can 
inhibit the reaction between DNA and 
antibody to DNA.’ Hamburger et al 
postulated that ENA may complex 
with DNA in vivo and that these 
complexes are less damaging to the 
patient because of their decreased 
reactivity with DNA antibodies. 
One of the three cases of MCTD 
reported in this communication (ease 
3) was obtained during a retrospective 


s . review of our records of 111 patients 


with connective tissue diseases (scle- 
roderma, 31; morphea, 12; SLE, 13; 
cutaneous LE, 50; dermatomyositis- 
polymyositis, five). Of these 111 
 pátients, only six had features of a 
eombination of scleroderma and myo- 
sitis, and one had combined features 
of SLE and myositis. Serum samples 
were sent to Sharp for ENA antibody 
determinations, and one (ease 3) was 
diagnosed as MCTD. The conditions of 
the other two patients (cases 1 and 2) 
were clinically recognized as MCTD, 
and the diagnoses were later con- 
firmed by ENA antibody determina- 
tions. The conditions of patients 1 and 
3 responded well to prednisone ther- 
apy. Patient 2 was unavailable for 
follow-up after one month of treat- 
ment; however, when she was seen 
again two years later, she had had a 
gradual improvement of muscular 
strength without further therapy. 
None of the three patients had 
displayed any evidence of renal 
disease. 

In the patients of Sharp et al, 
MCTD occurred predominantly in the 
female patients, and the ages ranged 
between 13 and 66 years. The Table 
shows the incidence of the symptoms 
and signs of these patients, and 
clearly shows that the almost invar- 
iable signs were arthritis and arthral- 
gias, swollen hands, and Raynaud 
phenomenon. 

Some of the cases of overlap 
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or the patients ^h d : 
stopped: receiving the drug entirely. 


syndromes deserihed previously may 


actually have been MCTD. Combined disease 


scleroderma and dermatomyositis has 
been reported much more frequently 
than combined LE and scleroderma. 
Tuffanel and Winkelmann, in a 
study of 727 patients with sclero- 
derma, found combined scleroderma 
and dermatomyositis in 36 patients.* 
In an autopsy study of patients with 
scleroderma, 12 of 58 (21%) patients 
had manifestations of an overlap 
syndrome.” Five of these 21 patients 
had myositis. Medsger et al found 13% 
and 10% "connective-tissue-disease 
overlap" in two series, respectively, 
without further defining overlap." 

Scleroderma and LE overlap has 
been reported much less frequently. 
In the study of Tuffanelli and Winkel- 
mann of 727 patients with seleroder- 
ma, five of 96 LE cell preparations 
were positive. Two of the five patients 
were believed to have SLE as well as 
scleroderma.’ Bianchi et al, as of 1966, 
considered combined LE and selero- 
derma as verified in only seven 
cases.” In the autopsy study by D'An- 
gelo et al, only one case of combined 
SLE and scleroderma could be verified 
in 58 eases.’ In this ease, SLE was 
gradually replaced by scleroderma; 
when the patient died, there was only 
evidence of scleroderma. In 1971, 
Dubois et al described a syndrome 
called “scleroderma with positive LE 
preps,” in which scleroderma was 
combined with some unusual features: 
alopecia, without localized — sclero- 
derma of the scalp; discoid LE; a high 
incidence of arthralgia and arthritis; 
fever; pleurisy; pleural effusion; peri- 
carditis; and anemia." As of 1974, 
Dubois considered SLE and _ sclero- 
derma to be verified in only 18 
cases." 

A positive immunofluorescence 
“band” test has been reported by 
Levitin et al in three of six patients 
with MCTD.” The test was performed 
on a skin biopsy specimen from unin- 
volved skin in one of our three cases, 
and the results were negative. Levitin 
et al concluded that this test cannot be 
used to distinguish MCTD from 


SLE. 


The delineation of MCTD from the 
large group of connective tissue 
diseases by Sharp and co-workers 
provides an opportunity to identify a 
group of patients whose conditions 
are responsive to steroids therapy, 












,and h good pi Sgio- 3 
sis. Women with ‘Raynaud phenome- 
non, swollen hands, arthritis and 
arthralgias, proximal muscle weak- 
ness without extensive cutaneous scle- 
rosis, and a speckled FANA pattern 
are the most likely candidates for 
MCTD. Further studies of the nature 
of the ENA antibody, ENA, DNA, and 
ENA-DNA interactions may provide 
clues to the nature of renal disease in 
SLE. 

Neil Spielholz, PhD, interpreted the electro- 
myographic findings. Gordon C. Sharp, MD, 
performed the ENA antibody determinations in 


cases 1 and 3. Irving Karten, MD, provided 
follow-up information on patient 2. 
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Dermatologic Manifestations 






æ Schistosomiasis mansoni, 


a poten- 
tially severe disease that victimizes an 
appreciable number of US citizens in this 
hemisphere, shows cutaneous changes 


... corresponding to various stages in the life 













.. cycle of the causative parasite within its 


definitive host. A transient pruritus or 
dermatitis, probably irritative, character- 
izes” the stage of cercarial penetration. 


_ Urticaria, periorbital edema, and rarely a 





-purpuric eruption may occur four to six 


; weeks. Aater, Shortly after oviposition by 


adult worms, probably as an expression of 


> hypersensitivity to ova and their products. 


-. . Papulonodular lesions, similar to but not 
< ; as devastating as those developing inter- 


* 


tion for anatomie 


nally, may rarely appear months later at 
the perineum or distant cutaneous sites 
as a manifestation of granulomatous 
hypersensitivity to eggs and, very rarely, 
worms, accidentally carried there through 
collateral and anastomosing vascular 
pathways. 
(Arch Dermatol 112:1539-1542, 1976) 


PAM MM Ran (bilharziasis) is a 
systemic parasitic disease with 
potentially serious consequences that 
afflicts large segments of the world’s 
population. It is caused by species of 
flukes that exhibit differences in the 
structure of the adult parasites and 


their ova, preference for their inter- 
mediate hosts (various types of fresh- 


water snails) and particular attrac- 
sites in their 


S primary host, man. In Egypt and 
. other parts of Africa, the prevalent 


Species is Schistosoma haematobium, 


which is especially attracted to the 
venules of the urinary bladder and its 
vicinity, and in the Orient it is S 
japonicum, which prefers those of the 
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small gut. In this hemisphere, almost 
exclusively confined to the Caribbean 
Sea and the accessible lands of 
Northeastern South America down to 
Brazil, the only species found is S 
mansoni, whose usual habitat is the 
portal circulation and the mesenterie 
venules of the large intestine. It was 
brought here during the slave trade 
days from West Afriea.' In the island 
commonwealth of Puerto Rieo, where 
most rivers and streams harbor its 
intermediate host, Biomphalaria gla- 
brata, S mansoni represents a major 
heaith problem.*^ 

The snail is invaded by primitive 
larvae (miracidia) hatched from eggs 
deposited in the water with human 
fecal matter. After a developmental 
period, large numbers of secondary 
larvae emerge from the snail as free- 
swimming, bifurcate cercariae, partic- 
ularly during the brightly sunlit hours 
of the day, ready to pierce any human 
skin that may be immersed nearby. 
On penetration, the cercariae lose 
their tails and, thus converted into 
schistosomula, begin a long vascular 
journey, starting at the dermal lym- 
phaties and venules. During this stage 
of penetration, and shortly thereafter, 
the person may experience a transient 
pruritus and occasionally an ill- 
defined dermatitis." This, probably 
an irritative phenomenon, is the first 
skin manifestation of the disease, 
praetically never seen by a dermatol- 
ogist. It is analogous to swimmer's 
itch, a self-limited dermatitis caused 
by the cercariae of other schistosomes, 
parasitic to waterfowl and certain 
rodents, which die shortly after pene- 
trating the skin of man, an inhospit- 
able terrain for them. 

The S mansoni larvae, after gaining 
access to the circulation, go through 
the hings, continue on to the left side 
of the heart, and finally reach the 
intrahepatic venous system where 





they mature into adult flukes. The 


worms then migrate against the . E. 
portal flow to the mesenterie and o 


colonie venules where females are- 
fertilized. These eventually deposit 
their eggs in the venules of the 
mucosa and submucosa of the. colo 
and rectum, approximately four to si 
weeks after entry. Coinciding with | 
the stage of oviposition, the patients» 
suffer generalized malaise, 
fever, arthralgias, 


nopathy, and  hepatosplenomegaly. 


Their blood shows hypergammaglob- 


ulinemia and a striking eosinophilia. 
This is an immune-complex reaction 
to allergens produced by the eggs and 
possibly the adult worms, resembling 
that observed in schistosomiasis ja- 
ponieum (Katayama syndrome).^'* In 
a low percentage of cases at this stage 
there may be urticaria, periorbital 
edema, and, perhaps, purpurie le- 
sions.* This second period of cutaneous 
involvement, also transitory, is almost 
equally unknown to dermatologists. 

The ova that aecumulate in various 
organs, especially the colon, liver, 
spleen, and lungs incite a granuloma- 
tous hypersensitivity reaction’ that 
eventually leads to fibrosis. This may 
remain clinically silent if limited, or 
become manifest as a serious late 
stage if extensive. A state of chronic 
invalidism may terminate in death as 
a result of massive hematemesis from 
ruptured gastroesophageal varices 
(secondary to portal hypertension) or 
cardiac failure due to pulmonary 
hypertension and insufficiency. 

It is only during the stage of granu- 
loma formation that persistent cuta- 
neous or mucocutaneous lesions, 
caused by deviations from the usual 
pathway by ova and, rarely, worms, 
may occur. Three examples of these 


have been studied by us in Puerto Rico ^ ^ 


and are reported here. 
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Fig 1.—Large plaque formed by confluent 
papules (biopsy wound, right upper cor- 
ner) neighboring papules and nodules 
mostly on left side of abdomen (case 1). 


REPORT OF CASES 


Case 1—A 24-year-old man, who had 
complained only of some weakness and 
sporadic headaches, came to the Dermatol- 
ogy Clinie of the Puerto Rico Medical 
Center on May 8, 1974, because of skin 
lesions that began three months earlier as 
itchy papules on the left side of the 
abdomen. Some of the lesions had joined to 
form a larger one and others spread 
nearby. The physical examination showed 
a healthy-appearing man with a brownish- 
red irregularly circular plaque, about 2 cm 
in diameter, composed of confluent pap- 
ules, above and to the left of the umbilicus. 
Nearly a dozen 2- to 3-mm papules simu- 
lated satellites in the immediate neighbor- 
hood of the plaque. Several slightly larger 
similar lesions and spots were seen farther 
away, all, except one or two, on the left side 
of the abdomen (Fig 1). 

Biopsy sections from the plaque revealed 
a slightly acanthotic epidermis over a 
chronically inflamed dermis. Collections of 
small round cells, histiocytes, and eosino- 
phils were seen around vessels, nerves, and 
adnexal structures. Most strikingly, histio- 
cytes, rare giant cells, and a mixture of 
other inflammatory cells surrounded oval 
spaces in the center of which were 
shrunken structures containing eosino- 
philic protoplasm and basophilic granules 
and nuclei within a partially collapsed wall. 
A lateral “spine” was suggested by a thick, 
straight wall protrusion (Fig 2). These, 
which judging by the space measured 70 to 
75, were the characteristic eggs of S 
mansoni in tissue. Biopsies from three 
other, younger, isolated papules showed 
similar findings but with eggs within 
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Fig 2.—Biopsy specimen from plaque 
(case 1). Oval space contains shrunken S 
mansoni ovum with suggestion of spine (S) 
(other "projections" are portions of col- 
lapsed egg wall) surrounded by lympho- 
histiocytic infiltrate (hematoxylin-phloxine 
saffron, original magnification X 144). 


neutrophilic microabscesses and more no- 
ticeable necrosis and overall destruction, 
including rupture of pilosebaceous struc- 
tures. Ova were strongly acid-fast in some 
sections stained with the Ziehl-Neelsen 
method, especially in the late-onset pap- 
ules, the reddish color being concentrated 
at the wall (Fig 3). 

Once the diagnosis was established, it 
was found that the patient had bathed 
repeatedly during childhood, and as recent- 
ly as five months prior to the consultation, 
in rivers of the south-central region of 
Puerto Rico, known to be common sources 
of bilharziasis. He also remembered that on 
the day following the last river contact, he 
suffered a transient itehy rash. Sigmoido- 
scopical examination did not show any 
lesions in the lower intestinal tract. Recto- 
sigmoidal biopsies and repeated stool 
examinations for ova gave negative 
results. Findings from chest examination 
were also negative. An intradermal test 
with extract from parasites gave a positive 
immediate reaction (large wheal and 
erythema), indicative of active infec- 
tion.'*" The cireumoval test of Oliver- 
Gonzalez, in which the patient's serum and 
a Schistosoma mansoni egg suspension are 
mixed on a slide and examined after incu- 
bation for perioval precipitates, gave a 
very positive reaction." This test, which 
has been extensively studied in Puerto 
Rico, is considered to be a true antigen- 
antibody, species-specific reaction, proba- 
bly indicative of active infestation with 
living worms and viable eggs.” 

The patient was referred in May 1974 to 
the Schistosomiasis Clinic for further 
study and observation by L. G. de Jesus, 
MD, a vastly experienced specialist in this 









Fig 3.—Biopsy specimen from isolated 
papule (case 1). Numerous ova with in- 
tensely acid-fast walls (black outline) 
within necrotic tract in dermis (Ziehl- 
Neelsen, original magnification x 126). 


Fig 4.—Biopsy specimen from polypoid 
mass case 1. Corium invaded by numer- 
ous S mansoni ova, many of them 
engulfed by giant cells or surrounded by 
epithelioid-histiocytic aggregates (hema- 
toxylin-phloxine-saffron, original magnifi- 
cation x 46). 





disease. He believed at the time that no 
“specific” treatment was indicated since a 
long-range study of more than 1,000 cases 
of schistosomiasis had shown that un- 
treated patients had fared equally or 
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Fig 5.—Biopsy specimen from polypoid mass case 1. Left, 








Sections of flukes (W) within cutaneous venules near 


acanthotic epithelium, which has been pierced by ova (arrow) (hematoxylin-phloxine-saffron, Original magnifica- 


tion x 14). Right, Close-up of worms within venules and laterall 


phloxine-saffron, original magnification x 130). 


probably better than treated ones, particu- 
larly when the toxicity of available drugs 
was taken into consideration. 

Case 2.—A 60-year-old man was under 
observation at the Rodriguez US Army 
Hospital in 1963 for gastrointestinal carci- 
noma. In the course of examination, a 
polypoid mass was found at the anal ori- 
fice. It was clipped off. The microscopical 
examination revealed mucosal and cuta- 
neous epithelium over a massive granulo- 
matous reaction occupying the corium. 
Numerous S mansoni eggs were seen in the 
center of microabscesses or histiocytic 
aggregates, many of them within giant 
cells and the vast majority crowded at the 
cutaneous end of the specimen (Fig 4). 
Only a few ova were acid-fast, the majority 
being negatively stained. No other infor- 
mation could be obtained on this patient 
(hospital closed). 

Case 3.—A 55-year-old man in good 
general health, except for mild diabetes, 
consulted his physician in 1969 regarding a 
somewhat hemorrhagic, polypoid mass 
near the anal orifice. This was diagnosed 
clinically as pyogenic granuloma and 
removed by clipping at the base. Biopsy 
disclosed an irregular polypoid specimen 
with acanthotic squamous epithelium (not 
containing intestinal mucosa) covering a 
chronically inflamed, vascularized, and 
partially fibrotic corium. Within distended 
blood vessels in the upper corium, one and 
probably two adult worms were seen. Ova, 
some with typical lateral spines, were 
numerous, and several of them were cross- 
ing the epithelium toward the surface (Fig 
5). Many showed intense basophilic stain- 
ing and only a few were acid-fast. 

The patient was referred to the Schisto- 
somiasis Clinic. 
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COMMENT 


Various explanations have been 
offered for the ectopic location of eggs 
and worms in schistosomiasis. Cuta- 
neous granulomas of the perineum 
and external genitalia by S haemato- 
bium, not uncommon in Africa, are 
said not to be surprising in view of the 
anastomoses of  pelvic-mesenteric- 
skin vessels and the proximity of that 
anatomic region to the usual site of 
oviposition.'' This, added to the fact 
that egg laying is more profuse with S 
haematobium, probably explains why 
perineal skin lesions are much more 
common with this parasite than with 
S mansoni. Ramos, in a microscopical 
stucy of potassium  hydroxide-di- 
gested or enzyme-digested genital 
and perianal skin from Portuguese 
East Africans, detected asymptomatic 
cutaneous deposition of eggs in an 
amazing 75% of cadavers and 16% of 
live patients (from whom he obviously 
could not obtain as much skin as from 
the corpses). He postulates that, 
considering the high rate of egg depo- 
sition in that site, perineal itching and 
lichenification, so common in patients 
with vesical bilharziasis, could be an 
early cutaneous manifestation of the 
disease." 

Schistosoma mansoni adults live 
deeper, in the mesenteric system or 
intrahepatic portal vessels, and less 
frequently in the hemorrhoidal plexus. 
Rarely are they carried to the pulmo- 
nary arterioles. Eggs, although larger 
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y spined eggs in stroma (case 3) (hematoxylin- 


than capillaries, may be swept for 
distant deposition, including in the 
central nervous system,*'** by passing 
through a pathologically altered 
pulmonary sieve, perhaps through 
arteriovenous anastomoses, or more 
likely from their primary sites 
through the vertebral venous system, 
a valveless set of channels that inter- 
communicate with the vesical and 
hemorrhoidal veins, as proposed by 
Faust." This may be favored by such 
straining as that resulting from heavy 
coughing and forceful defecation. 
Persistent cutaneous lesions must 
be very rare indeed in the case of S 
mansoni in this hemisphere. Only one 
Puerto Rican case of a perianal mass 
similar to our cases 2 and 3 was shown 
in an extensive report by Pons in 
1937.*' Cutaneous granulomas due to 
this parasite are not listed in a compi- 
lation of the world’s bibliography on 
schistosomiasis from 1852 to 1962 by 
Warren and Newill? nor are they 
mentioned in studies of large numbers 
of patients in Puerto Rico by Garcia- 
Palmieri and Marcial- Rojas." Only one 
other instance of extraperineal granu- 
lomas, quite similar to our vase 1, was 
reported by Convit and Reyes from 
Venezuela in 1973. Another case of 
persistent cutaneous involvement con- 
fined to the scrotum of a 17-year-old 
boy was described in 1965 by Chaves 
and Figuereido from Brazil" Poly- 
poid anorectal granulomas that pro- 
lapse through the anus are not 
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primarily cutaneous.”* This may be the 
origin of our case 2, but such lesions 
should be recognized by dermatolo- 
gists just as readily as those, from 
whatever cause, occurring at or near 
other orifices. 

Cutaneous Manson's schistosomia- 
sis should be suspected when individ- 
uals in or from endemic areas have 
persistent papulonodular lesions on 
the perineum or trunk. The diagnosis 
is established by finding relatively 
large, thick-walled eggs with a lateral 
spine and, most rarely, worms within 
vessels close to the surface, sur- 
rounded by a granulomatous reaction. 
Ramos emphasizes the acid-fastness 
of S mansoni eggs as opposed to those 
of S haematobium, which have a 
terminal spine, as a valuable differen- 
tial point in areas where both flukes 
exist when typically located spines are 
not seen, or when sectioning is mis- 
leading as to their location." The ova 
of the skin lesions in case 1 were acid- 
fast (Fig 3), but this was much less 
apparent in the other two, possibly 
because of changes resulting from 
"aging" of the lesions. 

The treatment of schistosomiasis 
mansoni, as studied in large numbers 
of cases in Puerto Rico, is still unre- 
warding. It appears that natural 
resistance and immunity are more 
important than drugs in the eventual 
outcome of the disease. The mainstay 
of standard antimonial and newer 
antihelminthie agents? is suppression 
of oviposition, usually transitory, and 
not a cure. Since these drugs produce 
important side effects, many clini- 
cians prefer not to use them and treat 
their patients symptomatieally.*'^" A 
promising surgical technique, where- 
by patients are "dewormed" by filter- 
ing their blood through a catheter 
introduced into the portal system via 
the remnants of the umbilical vein, 
has been devised at the San Juan 
Veterans Administration Hospital." 

Even though schistosomiasis, be it 
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from Puerto Rican, African, or Orien- 
tal strains, is not autochthonous to the 
North American continent, an aware- 
ness of the disease becomes necessary, 
especially when one considers present- 
day tourist travels, the sociopolitical 
situation of the world, and resulting 
migratory currents throughout the 
United States.» 


Julio Taboas, MT, provided technical assist- 
ance, and Manuel de Jesus, MD, the histologic 
material for case 3. 
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A Clinicopathologic Study 


e Herpes gestationis is a pruritic, 


7 blistering eruption of pregnancy and the 


puerperium. In three patients with immu- 
nologically verified disease, the clinical 
presentation consisted of widespread ery- 
edematous papules and 
plaques, grouped vesicles on erythema- 
tous bases, and tense bullae. Histologi- 
cally, these lesions showed a moderately 


dense, mixed-inflammatory cell infiltrate 


around superficial and deep dermal blood 
vessels, and focal necrosis of epidermal 
basal cells. Papillary dermal edema, 
subepidermal bullae, and  spongiosis 
were prominent. Eosinophils were fre- 
quently present in the subepidermal and 
intraepidermal vesicles. Differentiation of 
herpes gestationis from other blistering 
diseases and other dermatitides of preg- 
nancy may be difficult. | 
(Arch Dermatol 112:1543-1548, 1976) 


-Jerpes gestationis is a rare blis- 
i tering disease of pregnancy and 


WR theg puerperium.’ In its classic form, it 


is initially seen as a widespread and 
often grouped vesiculobullous erup- 
tion associated with intense pruritus 
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. Herpes Gestationis 


and a tendency to recur in subsequent 
pregnancies. However, its clinical ap- 
pearance is not always characteristic. 
Morphologic differentiation from der- 
matitis herpetiformis, erythema mul- 
tiforme, bullous pemphigoid, bullous 
drug eruptions, and other dermati- 
tides of pregnancy may be difficult. 
Only within the past few years have 
the immunologie hallmarks of the 
disease been elucidated, thus allowing 
a definitive diagnosis to be made 
without the history of outbreaks in 
previous pregnancies."' Therefore, 
much of the older literature on herpes 
gestationis may be misleading, be- 
cause diagnosis in the reported cases 
was not verified by appropriate im- 
munopathologic studies. This paper is 
a clinieopathologie report of three 
patients in whom herpes gestationis 
was verified immunologically. Specif- 
ies of the immunologie techniques as 
well as further immunologie studies 
are reported elsewhere.’ 


REPORT OF CASES 
Case 1 


Clinical Findings.—A 33-year-old, gravida 
2, para 0, abortus 1 woman in her fourth 
month of pregnancy was referred to the 
National Institutes of Health (NIH) in 
December 1974 with a diagnosis of herpes 
gestationis. She had been well until 1971, 
when in the fifth month of her first preg- 
nancy, she developed severe pruritus of 
both soles, followed by pruritic, erythema- 
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tous papules on her trunk and all extremi- - 

ties, including palms and soles; this was 
accompanied during the first few weeks by. 
intermittent fevers. Despite two intramus- 
cular injections of 40 mg of triamcinolone | 
acetonide and 40 units of corticotropin two 

weeks apart, as well as daily doses of 

pyridoxine hydrochloride and hy droxyzine | 
hydrochloride, the eruption worsened, par- 

ticularly on her abdomen. A miscarriage - 
occurred in the seventh month. One day 
after abortion, the eruption exacerbated 
and was successfully treated with systemic 
corticosteroids in decreasing doses for 
several months. 

For the next three years the patient was 
well and used no form of contraception. In 
the fourth month of her second pregnancy, 
she again noted itching of her soles, this 
time accompanied by vesicles. During the 
following two weeks she developed se- 
verely pruritic, well-cireumseribed, an- 
nular, papulovesicular lesions on her ex- 
tremities and abdomen. These lesions 
subsequently extended to her face and 
submental area and eventually involved 
her entire abdomen. She had no systemic 
symptoms. 

On admission the pregnant patient was 
uncomfortable but alert and cooperative. 
Her blood pressure was 120/80 mm Hg, and 
she was afebrile. Examination of the skin 
revealed several types of lesions: grouped 
vesicles on erythematous bases, 0.5 to 2 em 
in diameter, on the extremities; confluent 
papules and vesicles over the entire abdo- 
men and under the chin; isolated papules 
and vesicles scattered over most of her | 
body; ruptured vesicles on both soles; and 2.- 
to 4 em, hyperpigmented macules on the 
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Fig 1.—Papules and vesicles, confluent in 
areas, on abdomen (case 1). 
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Fig 2.—Grouped vesicles on erythematous 
bases and hyperpigmented patches from 
prior eruption on forearm (case 1). 


extremities and abdomen (Fig 1 through 
3). The abdomen was protuberant, and the 
uterus could be palpated approximately 1 
cm above the umbilicus. Breasts were 
enlarged and tense. There was a grade III/ 
VI systolic ejection murmur at the apex 
and lower sternal border. 

Laboratory Findings.—Laboratory studies 
disclosed the following values: hemoglobin 
level, 11.7 gm/100 ml; white blood cell 
(WBC) count, 9,700/cu mm with 75% poly- 
morphonuclear leukocytes, 16% lympho- 
cytes, 5% monocytes, and 4% eosinophils; 
platelet count, 257,000/cu mm; and erythro- 
cyte sedimentation rate, 87 mm/hr as 
determined by the Westergren method. 
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Fig 3.—Erythematous and edematous plaques on volar aspect of hand and finger 


(case 1). 


Urinalysis gave the following values: 
specific gravity, 1.027; pH, 6.0; protein, + 1; 
glucose, +1; acetone, +1; sediment, 
benign. The following serum levels were 
within normal limits: blood urea nitrogen 
(BUN), creatinine, glucose, electrolytes, 
calcium, phosphate, magnesium, total pro- 
tein, albumin, bilirubin, alkaline phospha- 
tase, glutamic oxaloacetic transaminase 
(SGOT), glutamic pyruvic transaminase 
(SGPT), lactic dehydrogenase (LDH), cho- 
lesterol, and triglycerides. Electrocardio- 
gram (ECG) and chest roentgenogram 
were normal. Direct immunofluorescence 
of lesional and normal skin showed IgG, 
IgE, and C3 deposited along the basement 
membrance zone (BMZ), and indirect 
immunofluorescence using normal skin as 
substrate showed IgG present only at low 
dilutions (1:10) of serum. The ability of the 
serum to bind complement (complement 
binding factor) was demonstrated at a 
dilution of 1:40.* Quantitative immunoglob- 
ulin levels (IgG, IgA, IgM) and serum 
complement levels (C3, C4, CH,,) were 
normal. Antinuclear antibody (ANA) and 
lupus erythematosus (LE) preparations 
gave negative findings. 

Course.— The patient was treated with 10 
mg of orally administered prednisone four 
times a day and within 24 hours experi- 
enced dramatic relief from her pruritus. 
Within 48 hours her lesions began to clear 
and, by the seventh day of therapy, had 


almost completely resolved. On the eighth 
day following institution of corticosteroid 
therapy, her dosage was decreased to 10 
mg three times a day. She was discharged 
from the hospital on the 13th day. Subse- 
quently, she was maintained on 20 to 30 mg 
of prednisone a day with the development 
of few new lesions and little pruritus. In 
her 31st week of pregnancy, her mem- ° 
branes ruptured spontaneously, necessitat- 
ing cesarean section; she delivered a 1.58 
kg female child who was free of skin 
disease or adrenal suppression. Before, 
during, and after delivery, the patient was 
given 100 mg of hydrocortisone sodium 
suecinate (Solu-cortef) every eight hours 
for 32 hours. 

Postpartum, the patient's course was 
uneventful. Prednisone dosage was grad- 
ually tapered and was discontinued after 
three months. After one disease-free 
month without therapy, she began receiv- 
ing an oral contraceptive containing nor- 
ethidrone and mestranol (Ortho-Novum 
1/50) and developed two target-like, blis- 
tering lesions on the 17th day. These 
quickly resolved with cessation of oral 
contraceptive and a short course of therapy 
with prednisone. 


Case 2 


Clinical Findings.—A 37-year-old gravida 
4, para 4, abortus 0 woman was referred to 
the NIH with a six week history of an 
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Fig 4.—Erythematous, edematous plaques 
on anterior part of thigh (case 2). 


eruption that began two days after 
delivery of her last child. The patient had 
been in good health except for asthma, for 
which she had been treated with daily 
prednisone during the last two weeks of 
her recent pregnancy. Two days after an 
uneventful delivery, she developed pruritic, 
vesicular lesions on her left lower extremi- 
ty that soon extended to involve all her 
extremities and her trunk. There was no 
history of similar disease associated with 
" previous pregnancies. 

Physieal examination showed 20 to 30 
erythematous, edematous, l- to 2-cm, 
round or oval plaques on the patient’s legs 
and thighs (Fig 4). One small vesicle was 
present. Papular lesions were noted on the 
left arm and on palms and soles. The 
patient felt well except for moderate 
itching. Although she applied only topical 
fluorinated corticosteroids, few new le- 
sions erupted, and the skin disease disap- 
peared completely over the ensuing three 
months. 

Laboratory Findings.-Hemoglobin level 
was 14.2 gm/100 ml; WBC count was 6,500/ 
cu mm; and platelet count was 303,000/cu 
mm. Direct immunofluorescence of the pa- 
tient’s normal and lesional skin showed 
IgG and C3 deposited at the BMZ. Indirect 
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9. para 1, abortus Ô woman was ral ferred tô 
the NIH with a diagnosis of herpes gesta- 
tionis. Three years earlier the patient had 
had a normal pregnancy and delivery, but 
on the second day postpartum, she devel- 
oped fever and a rash over her abdomen 
and thighs that spread to involve her legs, 
feet, upper extremities, back, and also her 
palms and soles. During the ensuing ten 
days, it evolved into a vesiculobullous erup- 
tion. She was thought to have erythema 
multiforme secondary to a drug and was 
successfully treated with prednisone dur- 
ing a six-month period. After discontin- 
uing corticosteroid therapy, she did well 
until her next pregnancy. In the fifth 
month of her second pregnancy, she again 
developed pruritus and a blistering erup- 
tion, which started on the abdomen and 
became widespread. At first, she was 
treated symptomatically and then was 
referred to the NIH. 

On admission the patient was obviously 
pregnant and was afebrile. Vital signs 
were pulse rate, 96 beats per minute; blood 
pressure, 130/80 mm Hg; and respiratory 
rate, 20 per minute. The skin showed 
grouped, edematous papules and vesicles 
on erythematous bases scattered over all 
extremities, including palms and soles, as 
well as a confluent papulovesicular erup- 
tion 12.5 em in diameter on the abdomen 
(Color Fig 1 through 3). There were also 
several bullae measuring up to 3 em in 
diameter on the dorsa of her hands and 
feet. Except for slight ankle edema, a 
gravid uterus, and enlarged breasts, the 
remainder of the physical examination was 
normal. 

Laboratory Findings.—Laboratory studies 
disclosed the following values: hemoglobin 
level, 11.7 gm/100 ml; WBC count, 8,600/cu 
mm with 62% polymorphonuclear leuko- 
cytes, 32% lymphocytes, 5% monocytes, and 
1% eosinophils. Serum levels for BUN, 
creatinine, electrolytes, glucose, and cho- 
lesterol were within normal limits, and 
results of urinalysis, liver function tests, 
serologic test for syphilis, serum protein 
electrophoresis, and ECG were normal. 
Serum immunoglobulin levels (IgG, IgA, 
IgM) and serum complement levels (C3, C4, 
CH,,) were normal. Direct immunofluores- 
cence of skin showed IgG and C3 deposited 
in a band along the BMZ. Indirect immuno- 
fluorescence using normal human skin as 
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within 24 hours, and the size i redness of 
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in L the old ones became crusts. c 
ever, severe pruritus caused her to awaken 
from sleep. Changing the order for predni- 
sone from "four times a day" to "every six 
hours" alleviated this problem. 

After discharge from the hospital, she 
was maintained on prednisone therapy for 
the remainder of her pregnancy. There was 
occasional pruritus but no new lesions. By 
the time of delivery the dose of prednisone 
had been tapered to 5 mg twice daily. A 
few days before her estimated date of 
delivery, her membranes ruptured and she 
went into spontaneous labor. She delivered 
a healthy female child who had no skin 
lesions. During delivery she was treated 
with 100 mg of intravenously administered 
hydrocortisone sodium succinate. Postpar- 
tum she developed a few small vesicles that 
rapidly cleared on her maintenance dose of 
prednisone, 5 mg twice daily. 





HISTOPATHOLOGIC FINDINGS 


Case 1.—The vessels of the superfi- 
cial and deep vascular plexuses were 
surrounded by a moderately dense 
inflammatory cell infiltrate composed 
predominantly of lymphocytes and 
histiocytes but with numerous eosino- 
phils. There was marked edema of the 
papillary dermis and subepidermal 
vesiculation. Spongiosis was present 
in the lower part of the epidermis 
immediately above and to the sides of 
the dermal papillae. Eosinophils, as 
well as lymphocytes, were found with- 
in the spongiotic foci. The basal cell 
layer showed focal necrosis at the tips 
of some dermal papillae that resulted 
in the formation of subepidermal 
clefts. Some sections cut through the 
margins of edematous dermal papillae 
gave the illusion of intraepidermal 
vesicle formation (Color Fig 4, Fig 
5). 

A biopsy specimen taken during a 
flare of her disease induced by oral 
contraceptives showed the same histo- 
logic findings. 

Case 2.—A biopsy taken from an 
urticarial lesion showed a moderately 
dense inflammatory cell infiltrate 





Color Fig 1.—Confluent and isolated 
erythematous plaques with vesicles on 
abdomen (case 3). 





Color Fig 3.—Large tense bulla and her- 
petiform lesions on dorsum of foot (case 
3). 
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Color Fig 6.—Early subepidermal vesicle 


containing eosinophils in addition to 
necrotic keratinocytes (case 3) (hematox- 
ylin-eosin, original magnification » 300). 








Color Fig 2.—Erythematous plaques with vesicles on volar aspect 
of wrist, forearm, and palms (case 3). 





Color Fig 4.—Early lesion showing marked 
edema of dermal papillae and inflamma- 
tory cell infiltrate of lymphocytes and eo- 
sinophils. Note absence of basal layer 
above papillae (case 1) (hematoxylin- 
eosin, original magnification x 125). 
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Color Fig 5.—Subepidermal vesicles with 
eosinophilic, necrotic keratinocytes at 
roof as well as within vesicles (case 3). 
Earliest vesicular changes, seen in papilla 
at the right, are shown in greater detail in 
Color Fig 6 (hematoxylin-eosin, original 
magnification x 125). 
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lae. As with patient 1, there was focal 


necrosis of the basal cells, but no 
subepidermal cleft formation was 
noted. 

A biopsy specimen of a vesicular 
lesions showed the same dermal in- 
flammatory infiltrate as seen in the 
urticarial lesion. There was a well- 
developed subepidermal! bulla contain- 
ing a few lymphocytes, histiocytes, 
and eosinophils. The skin adjacent to 
the subepidermal bulla showed the 
same changes that were seen in the 
urticarial lesion. 

A PAS stain done on the urticarial 
lesion showed loss of the PAS-positive 


_ BMZ at the tips of several dermal 


is ‘papillae beneath the focal areas of 





Ee 


13 l basal cell necrosis. 


‘Case 3.—A biopsy specimen of a ve- 


 Sieular lesion showed a dense perivas- 


cular infiltrate of lymphocytes, histio- 
cytes, and numerous eosinophils 
around the vessels of the superficial 
and deep derma] plexuses. There was 
also some extension of the inflamma- 
tory cell infiltrate into the septae of 
the panniculus. The papillary dermis 
showed marked edema, giving the 
dermal papillae a teardrop configura- 
tion with the bulbous portion being 
closest to the surface. There was spon- 
giosis above the tips of the edematous 
dermal papillae, with numerous eosi- 
nophils as well as lymphocytes within 
«the foci of spongiosis. A few dermal 
papillae showed a dense accumulation 
of eosinophils, which give the ap- 
pearance of eosinophilic microab- 
scesses. There was necrosis of the 
basal layer at the tips of several 
edematous papillae with resultant 
subepidermal cleft formation. As in 
patient 1, sections eut through the 
margins of the bulbous dermal papil- 


- lae gave the illusion of intraepidermal 


vesieular change (Color Fig 5 and 6). 

A PAS stain showed loss of the 
PAS-positive BMZ at the tips of 
several dermal papillae eorresponding 
to the areas of subepidermal cleft 
formation. 


COMMENT 


Prior to the immunologie advances 
in the study of bullous dermatoses of 
the 1960s, the diagnosis of blistering 
diseases depended on the history, clin- 
ical appearance, histopathology, and 
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course, including response to therapy. 
Pemphigus is easily distinguished on 
several grounds, but especially by its 
intraepidermal blister. In most in- 
stances, dermatitis herpetiformis, bul- 
lous pemphigoid, and erythema multi- 
forme, all with subepidermal blisters, 
may be recognized on clinical and 
histologic grounds, but some cases, 
less typical in their presentations, 
may elude definitive diagnosis with- 
out the proper immunologic investiga- 
tions. Herpes gestationis is by far the 
least common of this group of disor- 
ders.' In the past it has been described 
as a somewhat nebulous clinical enti- 
ty, somehow related to one of the 
other blistering eruptions. Whether or 
not most of the cases reported as 
herpes gestationis were, in fact, 
herpes gestationis' cannot be verified, 
since many of its clinical and histo- 
pathologie features closely resemble 
those of other blistering diseases, and 
only in the past few years has its 
immunodiagnosis been possible. 
This report presents the clinical and 
histopathologic findings of three pa- 
tients with herpes gestationis, all 
immunologically verified. The immu- 
nopathologie hallmarks of this disease 
are in vivo-bound C3 with or without 
IgG in a band-like distribution along 
the basement membrane zone, and 
complement fixation at the same 
region using an in vitro complement 
binding technique and normal human 
skin or esophagus as substrate.’ 
Clinically, herpes gestationis is 
characterized by moderate to intense 
pruritus and a polymorphous eruption 
in a pregnant or postpartum woman. 
It almost always resolves within 
several months, but it is likely to recur 
in sueceeding pregnancies.’ The erup- 
tion may include isolated or confluent, 
erythematous, edematous papules and 
plaques, papulovesicles, grouped vesi- 
cles on erythematous bases, tense 
bullae, or a combination of some or all 
of these lesions. The entire body may 
be involved, though the abdomen and 
extremities, including palms and 
soles, seem to be preferred sites. 
From the foregoing description it is 
apparent that clinical differentiation 
from other diseases may be difficult. 
Bullous pemphigoid presents as nu- 
merous tense blisters distributed over 







much of the Ben. surface; arising. on 
either normal skin or: ery iatous, 
edematous areas. Its onset ly 
in childhood or old. age. De matitis : 
herpetiformis, on the other hand, isa 
disease of all ages. It characteristi- — 
cally affects extensor surfaces With ~ 
grouped vesicles on erythematous ^ 
plaques, may be widely distributed, = 
and may show erythematous papules 
and isolated vesicles as well. Erythe- 
ma multiforme itself is a Mee 
but predominantly acral, pol 
phous eruption with a range at de 
from papules to bullae; it too. aff 
patients of all ages. | 

The histopathologic Paus Jof 
herpes gestationis are distinctive. The 
urticarial lesions are characterized by = 
a moderately dense, perivascular, ^. 
mixed inflammatory-cell infiltrate ^ = 
composed of lymphocytes, histiocytes, e 
and eosinophils around the vessels of- 
both the superficial and deep dermal“ : 
plexuses, marked papillary dermal: = 
edema, spongiosis, and focal necrosis.” 
of the basal cells over the tips of the 
dermal papillae. The necrotic basal ^. 
cells can resemble the "Civatte" ^. 
bodies of lichen planus. Eosinophils ^. 
may be found within the epidermis, 
particularly in spongiotic foci. In some <. 
instances, neutrophils are found in the 
inflammatory infiltrate, but only in 
small numbers. In bullous lesions, the 
level of separation appears to be in the 
lower part of the epidermis due to 
basal cell necrosis that leads to the 
formation of subepidermal bullae. 
Severe edema of the papillary dermis 
in this disease can result in bulbous, 
teardrop-shaped dermal papillae. Sec- 
tions cut to the side of these papillae 
can give the appearance of intraepi- 
dermal vesicles. This possible misin- 
terpretation can be avoided by the 
examination of serial sections. 

The histopathologie features of 
herpes gestationis are clearly differ- 
ent than those of dermatitis herpeti- 
formis and erythema multiforme. The 
critical cell for the diagnosis of derma- 
titis herpetiformis is the neutrophil. 
The diagnostic changes in early, urti- 
carial lesions of dermatitis herpeti- 
formis are the presence of neutro- _ 
philic abscesses at the tips of the. 
dermal papillae associated with elon- - 
gated nuclear forms presume E 


















Herpes Gestationis—Hertz et al - dir X S 











bands), nuclear dust, and basophilia of 
. the eollagen of the dermal papillae. 
There is associated edema of the 
papillary dermis and a superficial 
perivaseular infiltrate composed of 
lymphocytes, histiocytes, and neutro- 
phils. Eosinophils are a late-arrival 
on the scene in dermatitis herpeti- 
formis, usually not appearing until 24 
to 48 hours after the neutrophils. 
subepidermal vesicles occur above 
papillae containing abscesses. 

Erythema multiforme is character- 
ized by a lymphohistiocytic infiltrate 
around the dilated vessels of the 
superficial vascular plexus, edema of 
the papillary dermis, and marked 
vacuolar alteration at the dermoepi- 
dermal interface. There are necrotic 
keratinocytes at the dermoepidermal 
junction and often scattered through- 
out the epidermis. The bullae in 
erythema multiforme are almost al- 
ways subepidermal. Rarely, intracell- 
ular and intercellular edema are 
severe enough to produce intraepi- 
dermal vesiculation in the absence of 
subepidermal vesieulation. The in- 
flammatory cell infiltrate is composed 
entirely of lymphocytes and histio- 
cytes.* The presence of more than rare 
neutrophils or eosinophils in the infil- 
trate militates against the diagnosis 
of erythema multiforme. 

It may not be possible, however, to 
differentiate herpes gestationis from 
the cell-rich form of bullous pemphi- 
goid histopathologically. In bullous 
pemphigoid there is a sparse to mod- 
erately dense, lymphohistiocytic peri- 
vascular infiltrate. Eosinophils are 
always present in number within the 
edematous papillary dermis and can 
be scattered within the epidermis, 
occasionally in spongiotic foci. Neu- 
trophils can also be present within the 
dermis in bullous pemphigoid, but 
they are almost always less numerous 


. than the eosinophils and are found 


— predominantly within the subepider- 
. mal bullae, rather than within the 


`: dermis; Focal destruction of the basi- 


lar layer may also occur in bullous 
-~ pemphigoid as in herpes gestationis, 
but the presence of necrotic keratino- 
cytes at the dermoepidermal junction 
is rare in bullous pemphigoid. Addi- 
tionally, ultrastructural and immuno- 
peroxidase studies? may help in 
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differentiating herpes 
from bullous pemphigoid. 

Of great interest is the reproduc- 
tion of the disease in patient 1 by oral 
contraceptive therapy. Both clinically 
and histologically, the lesions re- 
sembled her primary eruption, thus 
supporting a role for estrogens and/or 
progestins in the pathogenesis of 
herpes gestationis. Oral contracep- 
tives have not been noted to cause the 
disease primarily, however, suggest- 
ing either that some other factors are 
requisite for the eruption or that the 
hormonal levels attained by these 
agents are not sufficient to initiate 
the pathologie process. 

Various treatments have been tried 
in herpes gestationis, including pyri- 
doxine, progesterone, corticotropin, 
and systemically administered corti- 
costeroids.' Of these, only the last two 
have proved to be of appreciable bene- 
fit. Indeed, two of the patients de- 
scribed in this report responded 
dramatically to 40 mg of prednisone 
per day in divided doses with prompt 
abatement of pruritus, cessation of 
new vesicle formation within 24 to 48 
hours, and virtual clearing within 
seven to ten days. While this total 
daily dose was effective in suppress- 
ing new lesions, one patient continued 
to developed pruritus at 5 AM when on 
order for a “four-times-a-day” sched- 
ule; changing the order to “every six 
hours” eliminated this problem. Sub- 
sequently, she was often alerted to a 
delayed dose by the onset of itching. 
The specific dosage regimen of pred- 
nisone, therefore, is potentially as 
important as the total daily dose and 
should be tailored to provide maxi- 
mum symptomatic relief. Experience 
with pregnant women taking sys- 
temic corticosteroids for severe asth- 
ma has shown the relative safety of 
these agents in pregnancy." 

Two other conditions should be 
considered in the differential diag- 
nosis of pruritic eruptions of preg- 
nancy, although they look little like 
classic herpes gestationis. Papular 
dermatitis of pregnancy is seen as an 
intensely itchy, generalized eruption 
of crusted, erythematous papules 
without a tendency toward grouping. 
It may erupt at any time during 
gestation and clears rapidly after 


gestationis 









delivery. In prurigo of pregnancy, the 
primary lesions are also small papules, 
though in this case they are frequent- 
ly grouped and often begin on the 
abdomen, with spread to the lower 
back and extremities. It usually 
appears near the end of pregnancy 
and resolves postpartum or within six 
weeks. Histologic data on these two 
diseases is not available to compare 
with herpes gestationis. | 

In. summary, herpes gestationis 
may be presumptively diagnosed if (1) 
a pruritic, vesiculobullous eruption 
occurs in a pregnant or postpartum 
woman; (2) there is a past history of a 
similar eruption associated with preg- 
nancy; and (3) the biopsy specimen 
shows a subepidermal vesicle with a 
dense, perivascular, mixed-cell infil- 
trate containing lymphocytes, histio- 
cytes, and numerous eosinophils. 
Some cases, however, may be difficult 
to distinguish from other bullous 
dermatoses; in these cases, immuno- 
logic studies are most helpful. 


Robert Katz, MD, Gary Cage, MD, and W. 
Michael Gould, MD, referred their patients. 


Nonproprietary Name 
and Trademarks of Drug 


Corticotropin—Actest,  Acthar, 


Cortrophin. 


Cortigel, 
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Frednisone Therapy for Alopecia Areata 


= A Follow-Up Report 








*. e Eighteen patients treated with predni- 
m on. iternate days for varying 
degrees of alopecia areata (AA) were 
io. examined a mean of 15 months after 
Wu discontinuation of the drug. Despite an 
c. initial response to the therapy, long-term 
benefit was not thought to be substantial. 
Numerous side effects related either to 
^ systemic corticosteroids or to AA were 
. apparent during the course of therapy, as 
well as at the time of the evaluation 
^. reported herein. Acne, obesity, lenticular 
-.. opacities, mild hypertension, and im- 
paired — adrenocorticotropic hormone 
(ACTH) reserve were among the findings 
noted. Long-term treatment was not 
accompanied by an obvious beneficial 
‘change in the natural course of AA. 
Because of the potentially serious side 
effects and the lack of substantial 
improvement in the eventual course, 
alternate-day prednisone therapy is not 
recommended for long-term use in AA. 
(Arch Dermatol 112:1549-1552, 1976) 






= A areata is a condition of 
© LA asymptomatic hair loss in which 
x “the location, extent, and duration of 
- involvement is variable and unpre- 
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dietable. Three subgroups, deter- 
mined on the basis of extent of hair 
loss, exist: alopecia areata (AA), In 
which hair loss is patchy and re- 
stricted to the sealp; alopecia totalis 
(AT), in which all sealp hair is lost; and 
alopecia universalis (AU), in which all 
body hair is absent. No cause for this 
eosmetieally and occasionally psycho- 
logically debilitating eondition has yet 
been identified.’ 

In 1973, Kern et al reported data on 
immunologic studies in patients with 
AA, AU, and AT in which the inci- 
dence of antibodies against parietal 
cells, adrenal cells, and thyroid cells 
was found to be substantially elevated 
over that in the normal population. In 
addition, results of a therapeutic trial 
of alternate-day prednisone (ADP) 
were reported, and while regrowth of 
hair was considerable, the occasional 
development of possibly serious side 
effects from such therapy demanded 
close observation of these patients. 
We summarize the current status of 
18 patients who received ADP therapy 
for at least eight months and who 
were evaluated (mean, 15 months) 
after therapy was diseontinued. 


PATIENTS AND METHODS 


Of the original group of 44 patients 
described in the previous report, 18 began 
ADP therapy. One of these patients discon- 
tinued the medication on his own and 
declined further participation in the study. 
Another patient, the oldest in the study 
(age 54), died suddenly while on ADP ther- 


apy; no autopsy was performed in the 

outlying hospital. Since the previous 

report, two additional patients were 

treated, resulting in a total of 18 patients. ^. 
The clinical details of these patients are ^ ^ 
summarized in Table 1. All patients, with. | 
three exceptions, had not been receiving... - 
therapy for at least 12 months. The dosage. n e 
protocol as outlined in detail in the. ^ ^. 
previous report, utilized prednisone admine . ^ 


istered daily for one to three months until P 


hair regrowth occurred. An alternate-day |. 
regimen was then begun for a duration in o 
each patient, as indicated in Table 1; 
Dosage level was adjusted according to ^. 
clinical response, with the dose kept at the 
minimum level at which adequate hair |. 
growth persisted. In general, this dose was ^. 
two to four times the daily adrenal replace | 
ment dose of prednisone (repl aceme 
mg/M?/day) administered every. th 
day, but was as high as 80 to 120 mg ev py ccs 
other day in several unresponsive individ- > 
uals. R 
AH patients were in good general health. x 
On admission to the Clinical Research Unit- a 
of Johns Hopkins Hospital, each patient ^ 
received a complete physical examination, d 
with particular emphasis on the status of... 
their alopecia and possible evidence of side. -> 
effects from the ADP therapy. The pa- © 
tient’s overall reaction to the effectiveness. 
of the ADP therapy was explored. Values: 
for the following were determined after — 
informed consent was obtained: complete 
blood cell count, serum calcium, serum 
phosphorus, thyroxine (by column), antinu- 
clear antibodies, and thyroid-stimulating: 
hormone. Urinalysis was done, and ant 
bodies directed against thyroglobulin, t 
roid cells, adrenal cells, and parietal ce 
were again determined. Urinar 
hydroxycorticosteroid values were 
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mined,’ and x-ray films were obtained for 
bone age (wrist and hand, by the method of 
Greulieh and Pyle) and for evidence of 
osteoporosis (lumbosacral spine). An insu- 
lin tolerance test for adrenocorticotropie 
hormone (ACTH) reserve was performed 
by intravenous administration of 0.1 unit/ 
kg of body weight of regular insulin.* Blood 
samples were collected at 0, 20, 30, 45, and 
60 minutes, and plasma was assayed for 
true glucose by the glucose oxidase method 
and for eorticoids by the method of Beitins 
et al." Additionally, a complete ophthalmo- 
logical examination was performed by a 
staff ophthalmologist. 


RESULTS 
Response to Therapy 
All patients reported that ADP 
therapy was accompanied by a rapid 
regrowth of hair, but in most cases the 
dose of ADP necessary to maintain 
cosmetically acceptable hair growth 
progressively increased. After predni- 


. sone therapy was discontinued, most 


patients experienced rapid hair loss. 
Two patients who initially had only 
patchy AA and three patients with AT 
have maintained complete hair re- 
growth for at least one year after 
cessation of therapy. Most patients 
with AA or AT experienced worsen- 
ing of the alopecia after stopping the 
ADP therapy. No patient with AU had 
a favorable course after therapy was 
discontinued. 


Side Effects 

Complaints elicited from the pa- 
tients that are referable to the ADP 
therapy are listed in Table 2. Abdom- 
inal pain was a transient problem in 
the three youngest patients. Postural 
hypotension oceurred in one patient 
even after discontinuation of therapy. 
This patient suffered a hypotensive 
episode immediately postpartum, 
seven months after stopping ADP 
therapy. Subsequent laboratory evalu- 
. ation revealed normal findings, in- 
cluding ACTH secretion. Psycholog- 
ical difficulties occurred in three 
patients. In one, an adolescent with 


<o mild disability from cerebral palsy, 


— these difficulties preceded the ADP 
therapy. Another female patient had 
apparent learning disabilities that 
interfered with school progress. The 
third patient, a 9-year-old boy, is 
having severe adjustment problems 
that are referable to his AT. These 
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problems may have been aggravated 
by the ADP therapy, but they are not 
directly attributed to it. 

symptoms most clearly related to 
ADP therapy and which caused the 
most substantial patient complaints 
were aene and obesity. Acne persisted 
in two of the four pubertal patients 
after ADP therapy was discontinued. 
Excessive weight gain associated with 
ADP therapy was observed in two 
female patients, both of whom were 
overweight prior to therapy. 

In addition to the previously men- 
tioned symptoms, which were con- 
firmed by physical examination, sev- 
eral other findings possibly related to 
ADP therapy or to alopecia were ap- 
parent. Hypertension occurred in 
three patients sometime during the 
ADP course, with a maximum pres- 
sure of 150/100 mm Hg. At a time 
ranging from 2 to 18 months after 
cessation of therapy, all of the 
patients had blood pressures less than 
140/90 mm Hg. Small, posterior sub- 
capsular cataracts were seen in 3 of 18 
patients examined. An additional two 
patients, earlier found to have cata- 
racts, showed no evidence of opacifica- 
tion when examined one to two years 
after discontinuation of ADP ther- 
apy. 

Tables 3 and 4 summarize the labo- 
ratory findings. Two patients had 
slightly low urinary 17-hydroxycorti- 
eosteroid levels in the 24-hour spec- 
imens. In two patients, mild osteopo- 
rosis that developed early during 
therapy and has not progressed was 
present. This is not of a degree to be 
of clinical concern as evaluated by the 
radiology staff. 

The ACTH reserve, as measured by 


the degree of plasma corticoid eleva- 


tion to insulin-induced hypoglycemia, 
is summarized in Table 3. All patients 
had a rapid fall in blood glueose levels 
of at least 50%. Three subjects had low 
baseline corticoid levels, which in- 
creased at least sixfold after hypogly- 
cemia. Four patients had normal base- 
line eorticoid levels but had less than a 
twofold increase after hypoglycemia. 
One patient had a baseline corticoid 
level of 3.6 ug/100 ml, a 20-minute 
glucose value of 25 mg/100 ml, and 
experienced a generalized convulsion 
immediately after the 20- minute sam- 





ple was obtained. Symptoms quickly | 
terminated on intravenous adminis- 
tration of 5056 glucose. The patient's 
subsequent course was uneventful, 
with corticoid levels rising briskly. No 
precise explanation for her sensitivity 
to hypoglycemia was determined. It 
should be noted that plasma growth 
hormone secretion was normal in this 
patient. Statistical comparison (paired 
t test) of the ADP-treated group with 
normal controls’ revealed no signifi- 
cant difference (P > 5) in the corti- 
coid response to hypoglycemia. 

No evidence for ADP-related dia- 
betes mellitus, glucose intolerance, or 
growth suppression was evident in 
any of the patients studied. 


COMMENT 


In the previous report of Kern et al, 
the incidence of antibodies directed 
against thyroid, adrenal, and parietal 
cell tissue was found to be signifi- 
cantly higher in serum samples of 
individuals with AA than in the 
normal population.’ The association of 
AA and thyroid disease Is well docu- 
mented.''"" However, the relation- 
ship between AA and autoimmune 
phenomena remains unknown. Nev- 
ertheless, of the 18 patients described 
herein, three had evidence of autoim- 
mune disease prior to the initiation of 
ADP therapy (Table 4). At the present 
time, abnormal antibody titers exist 
in five patients. There is, however, no 
evidence of clinical disease in four of 
these five patients. The fifth, a 35- 
year-old man with very high antithy- 
roid titers, initially had hypothyroid- 
ism and AU. The AU has persisted 
despite adequate thyroid replacement. 
These data support the observations 
reported previously; namely, that 


. there is an increased incidence of 


elevated antibody titers in patients 
with AA. There does not appear to be 
any well-defined relationship between 
the presence of these antibodies and 
the extent, duration, or prognosis of 
AA. Detection of antibodies may be a 
clue to coexistent clinical disease, and 
the association with AA is presump- 
tive evidence of an autoimmune basis 
for that disorder. 

Two patients with severe AT were 
delivered of full-term healthy infants 
after cessation of therapy. In both 
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Table 1.—Clinical Characteristics of 18 Patients With Alopecia 


Duration of 


-Pallent/Age yr/Sex Therapy, mo 


1/15/M 


5/35/M 
6/20/M 
7/17/F 


D 9/11/M | 
. s 10/8/F 


— T1/718/F 

son 732/28/F 
ooo 018712/F 
--14714/M 
15/10/F 

| 16/16/F 
17/23/F 
18/23/F 


Since Therapy, mo Type of Alopecia 





Post-Treat- 
ment Alopecia 


Duration initial 


Complications? = ^. 
Weight gain, abnormal MT — ^. 
Abdominal pain, PSCs | 
Psychological problems 


Abdominal pain, TCI prob: is 
oe | 

Acne, obesity, hypertension | ue T. a 
Abdominal pain, psychological po | ; : 


lems 
. Acne, obesity, hygerension 


'PSCs, hypertension 
PSCs, seizure — 


Knee pain, possible PSC 
Postural hypotension. 


*MT, metapyrone test; PSC, posterior subcapsular cataract. Psychological problems were usually related to hair loss. 


Table 2.—Side Effects of 
. Prednisone Therapy 


No. of 


Side Effects Patients 


initial symptoms 
Postural hypotension 
Acne 
Knee pain 
Obesity 
Psychiatric problems 
Physical findings 
Hypertension 
Cataracts 
Laboratory abnormalities 
Osteoporosis 
-Low 17-hydroxysteroid - 
value 
"| Abnormal ACTH reserve 
Low baseline 
inadequate response 








Table 3.—Summary of Adrenal Function Tests | 


Controi Mean x SD Treated Mean = | -S0 = 

Urinary 17-hydroxysteroid, 30 + 1.0 D $39. ET 2 ie ee 
Plasma corticoids PZN QS 
baseline, ug/100 mi 


Hypoglycemic 
response, ig/ 100 mi 


779 + 40 - 


99.84 + 44 | 







Table 4.—Presence of Serum Antibodies in Patients Studied 





: "Incidence | to 
Pretreatment* Posttreatment; = | 












Serum Antibodies 
Antinuclear 
Thyroid agglutinating 
Thyroid coons (microsomal) 
Gastric 
Adrenal 













*Represents three patients. 
tRepresents five patients. 











.. instanees, toneeption occurred while 


receiving ADP therapy, which was 
tapered when the pregnancy was di- 
agnosed. By the second trimester, 
both individuals had normal scalp 
hair, which persisted until delivery 
despite the discontinuation of therapy 
early in the first trimester. Post- 
partum hair loss was rapid and 
complete. Both patients currently 
have AT, now at least one year after 
delivery. One other patient, not stud- 
ied because she was pregnant, de- 
scribed a similar phenomenon. 
Systemie steroid therapy was begun 
in these patients with cautious opti- 
mism. Although systemic steroids as 
therapy for AA have been used in the 
past, ^"? the alternate-day regimen in 
high doses was thought to offer poten- 
al benefit to what may represent 
. immunologie dysfunction. The medi- 
.. eal complications of such therapy are 
. well known,'*-^ and its use in AA was 
. aecompanied by a thorough protocol 


. that enabled any side effect to be 


discovered rapidly. The patients were 
monitored closely, and the ADP thera- 
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py was discontinued if the balance 


between benefit and potential detri- 
ment so warranted. Even under these 
circumstances, potentially serious side 
effects of ADP therapy may occur. 
The balance of benefit vs risk 
clearly dictates the perspective with 
which any therapeutic regimen is 
applied. It is apparent that despite the 
incidence of side effects, all of which 
were controlled or eliminated, the ulti- 
mate benefit from ADP therapy in 
AA is equivocal at best. Currently 
available observations on the natural 
eourse of untreated AA suggest that 
approximately one third of affected 
individuals spontaneously improve, 
one third remain with little change in 
the degree of affliction, and the 
remaining one third have a deteriorat- 
ing course. The number of patients 
studied in this report is small; never- 
theless, this three-part distribution is 
apparent in the ADP-treated group as 
well. Five of the 18 treated patients 
showed lasting improvement; the re- 
maining patients demonstrated either 
deterioration or no improvement in 
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hair growth. Thus, we have concluded 
that ADP therapy does not sub- 
stantially alter the course of AA. 

On the basis of our findings, we 
again strongly caution against the 
routine use of systemic steroids in the 
treatment of AA. The long-term ben- 
efit is small, and the potential risk, 
particularly if the patients are not 
monitored in a fastidious fashion, is 
considerable. 
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. Skin Capillary Changes 
in Early Systemic Scleroderma 


Electron Microscopy and “in Vitro” Autoradiography 


With Tritiated Thymidine 


Raul Fleischmajer, MD; Jerome S. Perlish, PhD; Kala V. Shaw, MS; Donald J. Pirozzi, MD 


e Skin biopsy specimens obtained from 
involved and noninvolved areas in a 
patient with early diffuse systemic scle- 
roderma were processed for histology, 
electron microscopy, and “in vitro” auto- 
radiography with tritiated thymidine. The 
affected area reveaied cellular infiltrates 


.., around the eccrine sweat glands, consist- 
.. ing of plasma cells and lymphocytes. The 


capillaries showed thickening of the base- 
ment lamina, damage of endothelial cells, 
and obstruction of their lumens. However, 
in some vessels, endothelial cells were 
preserved and appeared in prophase. 
Autoradiography with tritiated thymidine 
showed a marked increase in endothelial 
and periendothelial cell labeling. Blood 
immunological studies revealed an in- 
crease in B-lymphocytes, IgG, and IgA 
and the presence of antinuclear and anti- 
smooth muscie antibodies. 
(Arch Dermatol 112:1553-1557, 1976) 


ystemie scleroderma or progressive 
systemic sclerosis is a disease 
that affects the connective tissue of 


, Various organs, with particular predi- 


lection for the skin, lungs, gastroin- 
testinal tract, and kidneys. Sclero- 
derma is characterized by two promi- 
nent features, severe fibrosis and 
alterations affecting small-size blood 
vessels. The pathogenesis of systemic 
scleroderma remains unknown, al- 
though three possible mechanisms 
have been suggested: (a) an autoim- 
mune process, (b) an alteration in 
connective tissue metabolism, and (c) 
a primary vascular disorder ac- 
companied by marked  fibrosis.'^ 
However, none of these hypotheses 
have been supported by conclusive 
clinicopathological or experimental 
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evidence. Furthermore, most of the 
pathologieal or laboratory abnormali- 
ties described in scleroderma lack 
specifieity, except perhaps for the 
work of LeRoy, who suggested that 
the scleroderma fibroblast produces 
more collagen than normal fibro- 
blasts.*^ 

Perusal of the literature fails to 
disclose significant information as to 
the connective tissue and/or vascular 
changes taking place during the early 
stage of systemic scleroderma. Re- 
cently, we had the opportunity to 
study a patient with severe systemic 
scleroderma and were able to obtain 
skin biopsy specimens during the 
transitional period between the early 
edematous and the indurative phase. 
This study suggests that the early 
events in active systemic scleroderma 
consist of plasma cell-lymphocyte in- 
filtrates, severe destruction of capil- 
laries, and increased proliferation of 
endothelial and periendothelial cells. 


REPORT OF A CASE 


A 41-year-old man had a five-month 
history of numbness and tingling sensation 
of his fingertips, accompanied by Raynaud 
phenomenon following exposure to cold. 
Shortly after onset, he developed swelling 
involving his face, hands, and forearms. 
Recently, he also noted tightening of the 
skin over his fingers, dorsum of his hands, 
and forearms. He also had a large indu- 
rated, slightly pigmented plaque involving 
the abdomen and lower part of the back. 
Simultaneously, he developed symmetrical 
depigmentation of the face, chest, and 
baek. Other symptoms consisted of dys- 
phagia, dyspnea, and arthralgia. Past 
history was noncontributory. There was no 
family history of diabetes mellitus, hyper- 
tension, or heart disease. His blood pres- 
sure ranged from 140/100 to 170/100 mm 
Hg. 

Radiologic Findings.—Chest examination 
showed marked interstitial fibrosis at both 
bases and, to a lesser extent, in both mid- 
lung fields. There was also bilateral pleural 





thickening. Bones and joints of both hands | E 


showed no evidence of degenerative joint 
disease or rheumatoid arthritis. X-ray 
films of the gastrointestinal traet showed 
no evidence of organic disease. Pulmonary 
function studies revealed restrictive but 
not obstructive disease. An ECG with an 
abnormal tracing suggested anteroseptal 
myocardial damage, probably from a 
previous myocardial infarction. While un- 
der our observation, the patient developed 
an acute episode of chest pain with radi- 
ation to the left arm. However, the ECG 
failed to reveal a new myocardial infare- 
tion. 

Laboratory Studies.—Urinalysis results: 
normal; sedimentation rate, 35 mm/hr 
(Wintrobe); BUN, 12 mg/100 mE; serum 
creatinine, 1 mg/100 ml; RBCs, 4.10 x 105 
hemoglobin level, 12.1 gm/100 ml; platelet 
count, 316,000/cu mm; WBC and differen- 
tial cell count, normal; serum glucose, 105 
mg/100 ml; rapid plasma reagin test for 
syphilis, nonreactive; serum renin levels, 
nondetectable (normal, 0.369 + 0.086 x 
10°* Goldblatt unit); renin substrate 738 
picomoles/ml (normal, 876 + 25) (serum 
renin and its substrate levels were deter- 
mined according to the method of Gould et 
al"); sodium urinary excretion, 129.0 mEq/ 
24 hr; urinary creatinine, 1.900 gm/24 hr; 
serum proteins: total protein, 7.1 gm/100 
ml; albumin, 58%; alpha,, 4.4%; alpha,, 8.8%; 
beta, 12.5%; and gamma, 21%; uric acid, 6.8 
mg/100 ml; cholesterol, 235 mg/100 ml; 
total bilirubin, 0.8 mg/100 ml; alkaline 
phosphatase, 80 mU /ml; lactic dehydrogen- 
ase, 190 mU/ml; SGOT, 75 mU/ml; calcium, 
8.9 mg/100 ml; inorganic phosphorous, 3.9 
mg/100 ml. 

Peripheral Vascular Studies.-Skin tem- 
perature was measured with a thermo- 





Fig 1.—Infiltrate of plasma cells and 
lymphocytes near eccrine sweat giand 
(ESG) (hematoxylin-eosin, original magni- 
fication x 440). | 


Early Systemic Scleroderma—Fieischmajer etal 1553 

















e 
couple recorder in a room with a tempera- 
ture ranging from 24.2 to 24.9 C. Tempera- 
ture was measured on the fingers, dorsum 
of the hand, and external surface of the 
forearm. There was a noticeable reduction 
in skin temperature, which was more 
pronounced on the left upper extremity 
(about 2 C below normal levels). Plethys- 
mographie studies performed on the 
fingers revealed a moderate reduction in 
amplitude of pulses. 

HLA Antigens 3, 9 and 8.-HLA antigens 
were determined by the method of Terasa- 
ki and MeClelland.: 


MATERIALS AND METHODS 


With the patient under local anesthesia 
(lidocaine [Xylocaine] excision biopsy 
specimens were obtained from the edge of 
the indurated plaque on the mid back, from 
the adjacent area, and from the upper part 
of the back. The skin on the last two areas 

appeared clinically normal Each skin 


^. .sample was sectioned with two razor blades 
. into three specimens approximately 1 mm 


thick, which were used for histology, elec- 
tron microscopy, and "in vitro" autoradiog- 
raphy with tritiated thymidine, respec- 


Xx - sively: 


Histology.—The specimens were fixed in 
3.7% buffered formaldehyde and stained 
with hematoxylin and eosin, Verhoeff-van 
Gieson, Snook reticulum, PAS, and Alcian 
blue, pH 2.5. 

Electron Microscopy.— The areas studied 
corresponded to the papillary and subpapil- 
lary dermis. The specimens were fixed in 
3% glutaraldehyde in 0.1M sodium eacody- 
late buffer, postfixed in 1% osmium 
tetroxide in 0.1M sedium cacodylate buffer 
for one hour, dehydrated, and embedded in 
epoxy resin. The blocks were sectioned in 
an ultramicrotome, and ultrathin sections 
stained with uranyl acetate and lead 
citrate were studied with an electron 
microscope. Thin sections (0.44) for light 
microscopy were stained with toluidine 
blue. 

"In Vitro” Autoradiography.—The skin 
specimens were incubated in minimal 
essential medium (Eagle) supplemented 
with basal medium (Eagle) vitamins (dou- 
ble the normal concentration) at 37 C in a 
shaking water bath, in an atmosphere of 


o.. 5% CO, and 95% O, and were given a two- 


. hour pulse with thymidine (6-*H), 10 uCi/ 
< mil (specific activity: 9.0 Ci/mmole). The 

tissues were fixed in 3.7% phosphate- 
buffered formaldehyde, dehydrated in 
aleohols, embedded in paraffin, and sub- 
jected to serial sections for the entire 
thiekness of the specimen. The slides were 
dipped in Kodak NTB-2 Nuclear Track 
Emulsion, kept at 4 C in the dark for eight 
to ten days, processed in Kodak D-19 devel- 
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Table 1.—Tritiated Thymidine Labeling of Basal Cell Layer and Dermal Cells 


Basal Cell Layer 


No. of Cells 
| Counted 
Scleroderma 

Involved 
Noninvolved, 

adjacent to 

involved area 
Noninvolved 


Controls 
i 
H 
ii 


Labeled 
Celis 


Dermis 
Labeled 
Cells* 


Labeling 
index 





*Vascular and extravascular dermal labeled cells for a distance corresponding to 1,000 basal 


cells. 


Table 2.—Tritiated Thymidine Labeling Index of Endothelial Cells 


No. of 
Celis Counted 


Scieroderma 
involved 
Noninvolved, 

adjacent to 
involved area 
Noninvolved 


Controls 
i 
i 
il 






Antibodies 
Antinuciear 
Nucleolar pattern 
Speckled pattern 
Homogenous pattern 

Antimitochondrial ' 

Antismooth muscle 


Complement 
Total hemolytic 
C,c (B, A globulin) 
C, (B, E globulin) 

immunoglobulins 
igG 
igA 
IgM 

Lymphocytes 
T-lymphocytes 

B-lymphocytes 






oper, and stained with hematoxylin and 
eosin. Labeling index of the basal cell layer 
was estimated by the ratio of labeled cells 
in the basal and suprabasal layer and the 
total number of basal cells multiplied by 
100. The basal cell layer labeling index was 
estimated to determine (a) whether there 
was adequate incorporation of tritiated 
thymidine (previous studies have shown 
that the labeling index of a normal human 
epidermal basal cell is about 5.0*) and (b) to 
ascertain whether the ischemia may affect 
the mitotic activity of the basal cell layer in 
scleroderma skin. In order to estimate 


Vessels Studied 





Table 3.—Blood Immunological Studies 


| Tests Results 













— Labeled 
Ceils 


No. of Labeling 


index 







2+, 1:40 dilution 

2+ ,.1:80 dilution 
2+, 1:160 dilution 
Negative 

Positive, 1:80 dilution 












33.3 CH50 units/mi (normal:32-42) 
104.6 mg/100 mi (normal:80-140) 
45.0 mg/100 mi (normal:20-50) 







2,540 mg/100 mi (normal:800-1,650) 
540 mg/100 mi (normal:53-378) 
180 mg/100 mi (normal:47-275) 












4596 (normal: 7096-8096) 
55% (normal: 2095-3096) 






tritiated thymidine labeling of the dermal 
cell population, the following premises 
were followed for each specimen analyzed: 
(a) the cell counts were restricted to the 
papilary and subpapillary areas, thus 
including papillary capillaries and the 
subpapillary plexus, which runs parallel to 
the epidermis; (b) in order to inspect the 
same surface area for each specimen, the 
width of the area was determined by the 
diameter of the objective lens, placed 
tangentially to the lower border of the 
epidermis; (c) endothelial cell labeling 
index was estimated by counting only 
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endothelial cells surrounding the lumen of 
capillaries and meta-arterioles. The pres- 
ence of RBCs frequently facilitated the 
recognition of a vessel lumen, although in 
many instances, vessels without RBCs 
were also included in our counts if they 


could be identified easily. The same 
magnification was used throughout the 
study for each specimen. No attempts were 
made to differentiate endothelial cells 
from capillaries, venules, and lymphatics. 
This method is similar to that used by 
Tannock and Hayashi’ to estimate prolifer- 
ation of endothelial cells in normal tissues 
and following irradiation or mechanical 
trauma. In order to estimate the total 
number of dermal cells labeled, we also 
counted all labeled vascular cells (endothe- 
lial and periendothelial) and extravascular 
cells and calculated the total number of 
labeled cells for a distance corresponding 
to 1,000 basal cells counted. Each labeling 
count represents the average of three 
different histologic sections studied, each 
separated by ten consecutive sections, (6u 
each) in order to avoid replication of count- 
ing. We also studied three skin specimens 
from normal volunteers: a 45-year-old man 
(biopsy specimen taken from the mid back 
[control 1]), a 43-year-old woman (biopsy 
specimen taken from the forearm [control 
2], and a 37-year-old woman (biopsy spec- 
imen taken from the forearm [control 3). 
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x 8,400). 


tion x 10,200). 


Immunological Studies.—-The following 
immunological studies were performed in 
serum: antinuclear antibodies, antimito- 
chondrial antibodies, antismooth muscle 
antibodies, total hemolytic complement, 
C3C (B,A globulin), C4 (B,E globulin) and 
IgG, IgA, and IgM by radial immunodiffu- 
sion. B- and T-lymphocyte levels were also 
determined." The procedure consists 
essentially in mixing a lymphocyte suspen- 
sion with 0.5% sheep RBCs (SRBCs) and 
incubating it at 37 C for five minutes. This 
is followed by centrifugation of the mixed 
cell suspension at 200 g for five minutes 
and incubation in ice for one to two hours. 
Following removal of the supernatant, the 
top layer of the cell pellet is gently resus- 
pended. A drop of the preparation is 
mounted on a glass slide and the lympho- 
eyte-SRBC complex counted. Ig-bearing 
lymphocytes were determined by incubat- 
ing the lymphocyte suspension with a drop 
of polyvalent rabbit antihuman Ig serum, 
washing with balanced salt solution (BSS), 
and reincubating with a drop of sheep 
antirabbit Ig serum. Fluorescein isothio- 
cyanate was conjugated to both antisera. 
Cells were pelleted, resuspended, and 
counted. 


Results 
Histology.—In the clinically abnor- 
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Fig 2.—Cross section of capillary. Note altered endothelial cell 
(E), platelet (P), and thickened basement lamina (arrows). Lumen 
restricted to two small 


areas (L) (original magnification 
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Fig 3.—Cross section of capillary. Endothelial cells (E), upper one 
in prophase. Lumen (L) partially obstructed by organelles and 
granular material. Basement lamina (arrows) (original magnifica- 


mal skin the epidermis and its ap- 
pendages were normal. The dermis 
showed compact connective tissue con- 
sisting of thick collagen bundles and 
narrowing of interfascicular spaces. 
The papillary and subpapillary dermis 
showed a rather well developed net- 
work of capillaries. A cross section of 
capillaries revealed patent lumens 
with some showing a moderate peri- 
vascular cellular infiltrate, consisting 
mostly of histiocytic-type cells. The 
most striking change was seen around 
the eccrine sweat gland and consisted 
of a dense cellular infiltrate, composed 
of plasma cells and mononuclear cells, 
apparently lymphocytes (Fig 1). These 
infiltrates appear to surround the 
sweat ducts rather than secretory 
portion of the sweat glands, and also 
the blood vessels of those areas. There 
were no noteworthy changes in 
arterioles and small-size arteries in 
the mid and lower part of the 
dermis. 

The subcutaneous tissue was appar- 
ently preserved and showed no major 
change. The specimen from the area 
surrounding the  sclerodermatous 
plaque showed a picture similar to 
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that seen in the clinically affected 
area, except for the absence of plasma 
cell-mononuclear infiltrates. The skin 
from the upper part of the back was 
normal. 

Electron Microscopy of Capillaries.— 
Several capillaries in the upper part of 
the dermis showed severe alterations. 
The basement lamina was usually 
thick and consisted of about eight 
layers. There was marked damage of 
endothelial cells, which showed a 
round or oval nucleus with uniformly 
dispersed chromatin, swelling of mito- 
chondria, smooth vesicles, and rem- 
nants of rough endoplasmic reticulum. 
The lumen was obstructed by rem- 
nants of endothelial cells, granular 
material, and a few isolated platelets 
(Fig 2). In some capillaries, the endo- 
thelial cells were preserved and 
showed a nucleus in prophase and 
numerous microfilaments in the cyto- 
plasm (Fig 3). Other capillaries were 
essentially normal. 

Autoradiography.—Results from au- 
toradiography are reported in Tables 
1 and 2. The incorporation of tritiated 
thymidine was satisfactory, as seen 
by the labeling index of the basal cells 
in the controls and scleroderma spec- 
imens. The basal cell labeling index in 
the involved area was almost double 
that of the clinically noninvolved scle- 
roderma areas and of the controls. 
Since the epidermis in scleroderma is 
not hyperplastic, the increase of basal 
cells in S phase suggests an increased 
turnover of epidermal cells. 

The total number of labeled dermal 
cells was markedly increased in the 
involved area but it was also signifi- 
cantly increased in the surrounding 
area that clinically appeared normal 
(Fig 4 and 5). This is further corrobo- 
rated by the labeling index of endo- 
thelial cells, which was markedly 
increased in the involved area and also 
greatly increased in the adjacent 
noninvolved area as compared to the 
controls. 

Immunological Studies.—The results 
are reported in Table 3. These studies 
revealed the presence of circulating 
antinuclear and antismooth muscle 
antibodies accompanied by an in- 
crease in IgG and IgA. There was also 
a considerable increase in circulating 
B-lymphocytes. 
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Fig 4.—Tritiated thymidine autoradiogra- 
phy. Note labeling of basal and endothelial 
cells (hematoxylin-eosin, original magnifi- 
cation x 220). 


Mpa 


COMMENT 

The clinical picture of our patient 
was compatible with the diagnosis of 
diffuse systemic scleroderma since 
the skin involvement was not re- 
stricted to the face and hands but the 
trunk was also markedly involved. 
This type represents a more severe 
form of systemic scleroderma than 
acrosclerosis and frequently has a 
poor prognosis. The presence of dense 
plasma cell and lymphocyte infiltrates 
around the sweat ducts and dermal 
blood vessels is rather unusual for 
systemic scleroderma. On the other 
hand, a severe panniculitis consisting 
of plasma cells, round cells, and histio- 
cytic-type cells is frequently seen in 
morphea or localized scleroderma." 
Round cell and plasma cell infiltrates 
have been previously noted in smooth 
muscle,’ esophagus,'' ileum and jeju- 
num,^ synovium," and in primary 
biliary cirrhosis associated with scle- 
roderma." The cellular infiltrates in 
our patient were detected because 
serial sections were available; other- 
wise, they would have been missed. 
Thus, since skin biopsy specimens 
from early scleroderma are rarely 
available and serial sections are not 
performed routinely, the presumptive 
incidence of plasma cell-lymphocytic 
infiltrates in scleroderma skin re- 
mains unknown until more cases have 
been studied. 


wy 
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Fig 5.—Tritiated thymidine autoradiogra- 
phy. Note labeling of endothelial and peri- 
endothelial cells. Two mitoses present 
(arrows) (hematoxylin-eosin, original mag- 
nification x 400). 
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The plasma cell-Iymphocyte infil- 
trates in the skin were accompanied 
by an increase in circulating B- 
lymphocytes, IgG, and IgA. Further- 
more, our patient showed circulating 
antinuclear antibodies, a finding that 
is well documented in the literature.'* 
The presence of antismooth muscle 
antibodies is also noteworthy. In a 
recent report, Kitridou et al" found a 
high frequency of serum antismooth 
muscle antibodies, accompanied by a 
moderate reduction in serum comple- 
ment, in both localized and systemic 
scleroderma. At present, the immune 
response in systemic scleroderma re- 
mains ill-defined since although there 
have been reports showing the pres- 
ence of autoantibodies, precipitates of 
immune complexes in the kidneys, and 
an increase in circulating immuno- 
globulins, these findings have not 
been consistent and usually do not 
correlate with the severity or course of 
the disease. The immune response in 
our patient raises the question as to 
whether it represents the primary 
event in the disease or whether it is a 
reaction secondary to the destruction 
of blood vessels by a yet unrecognized 
factor. 

Involvement of small blood vessels, 
namely, capillaries, arterioles, and 
small-size arteries in systemic sclero- 
derma has been seen in various 
organs." The following vascular 
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alterations have been described: re- 
duction in the number of capillaries in 
skin and muscle, swelling of endothe- 
lial cells, thickening of the media of 
small arteries, hyaline or fibrinoid 


degeneration, intimal thickening by 


mucinous connective tissue or by 
proliferation of mesenchymal cells, 
and collagen deposition eventually 
leading to ischemic necrosis. °= 
Blood vessel involvement without ac- 
companying fibrosis has been noted in 
the lungs, suggesting that vascular 
lesions may represent the primary 
event in scleroderma. Electron mi- 
croscopy of muscle capillaries in scle- 


—. Toderma revealed a reduction in num- 
~~ ber, thickening, and reduplication of 


the basement lamina and capillary 
remnants." Similar studies of choroid 
eapillaries revealed thiekening of the 


basement lamina, a large number of 


pinocytotic vesicles, swelling, and ne- 


erosis of endothelial cells, which occa- - 


sionally resulted in obstruction of the 
lumen.^ The skin capillaries in our 
patient revealed replieation of the 
basement lamina, swelling, and actual 
destruction of endothelial cells with 
release of organelles into the lumen. 
In some vessels undergoing obstruc- 
tion, the endothelial cells were well 
preserved and their nuclei were in 
prophase. "In vitro" autoradiography 
with tritiated thymidine revealed a 
marked increase in dermal labeled 
cells in the sclerodermatous skin. A 
significant increase was also noted in 


-the area surrounding the scleroderma 


plaque, which we interpreted clinically 
as being normal. The majority of the 
labeled cells were endothelial or peri- 
endothelial (fibroblasts or pericytes), 
although we also noted a few labeled 
cells that were not in the vicinity of 


- the blood vessels. We were not able to 


find previously published data on a 


tritiated thymidine labeling index of 


endothelial cells in normal human 
capillaries. Tannock and 
Hayashi’ estimated the “in vivo” la- 
beling index of endothelial cells from 
mice skin and found it to be 0.4. 
Proliferation of vascular cells in scle- 
roderma was suspected from previous 
histologic ^ observations ^ showing 
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crowding of endothelial cells in capil- 
lary lumens, thiekening of arteriole 
wall, and intimal proliferation in 
small-size arteries, features that have 
been noted in the skin, lungs, kidneys, 
and gastrointestinal tract. However, 
in our present patient we did not see 
labeling of vascular cells in arterioles 
and small-size arteries. We raise the 
question as to whether the "in vitro" 
technique used in this study may not 
be suitable for labeling vessels in the 
mid and lower corium, although we 
did note labeling of myoepithelial, 
secretory, and ductal cells in ecerine 
sweat glands. 

Several interpretations could be 
suggested for the increased labeling 
of endothelial cells: (a) enlargement of 
existing eapillaries, (b) neoformation 
of capillary channels, (c) inereased 
turnover to replace injured cells, and 
(d) differentiation of endothelial cells 
into fibroblasts or fibroblast-like cells, 
which may be responsible for the 
collagen deposition. Since we did note 
mitotic figures, it is unlikely that the 
DNA-synthesizing cells may have be- 
come polyploid.“ Although the above 
interpretations remain purely specu- 
lative, we hope that these findings 
may open new avenues for future 
research in the pathophysiology of 
scleroderma. 


This investigation was supported by Public 
Health Service research grants AM 15590 and 
AM 17918. Nikolay V. Dimitrov, MD, performed 
the B-T lymphocyte determination; Rodanthi C. 
Kitridou, MD, and Thomas D. Beardmore, MD, 
performed the antibody and complement assays, 
and Albert L. Rosenthal, MD, referred the 
patient. 
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Pacinian Neurofibroma 


Bruce Bennin, MD; Sidney Barsky, MD; Karanmal Salgia, MD 


€ A 40-year-old woman developed a 
tender, greyish-white nodule of the index 
finger. Histologic examination disclosed 
mature and immature pacinian corpus- 
cles. 

(Arch Dermatol 112:1558, 1976) 


pue neurofibromas have been 
reported by Prichard and Custer’ 
and Prose et al; Other possible, but 
not well-verified, cases and experi- 
mental induction of similar tumors in 
Peking ducks’ are reviewed in the case 
report of Prose et al. Although the 
tumors have been reported on the 
hand, foot, and buttock, none have 
been previously reported on the 
fingertip, an area of concentration of 
pacinian corpuscles.* 


REPORT OF A CASE 


A 40-year-old woman had a small, tender 
nodule on the palmar surface of the right 
index finger for two years. A slight but 
definite increase in size of the lesion 
occurred during the past two years. There 
was no familial history of neurofibromato- 
sis. 

Physical examination disclosed a round, 
firm, well-marginated, greyish-white, 0.3- 
em nodule at the anterolateral aspect of the 
right index finger (Fig 1). The lesion was 
removed by a 3-mm punch biopsy. 

Microscopical examination showed heav- 
ily keratinized skin with thinned parakera- 
totic epidermis in its central region, closely 
overlying a fairly well-delineated (but not 
encapsulated) dermal nodule. The latter 
was composed of round or ovoid corpuscles 
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Fig 1.—Clinical appearance of tumor at 
time of biopsy. 
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Fig 2.—Histologic section of tumor com- 
posed of round or ovoid corpuscles, with 


central core and multiple concentric 
lamellae (hematoxylin-eosin, original mag- 
nification X 100). 


each with a central homogeneous, acellular, 
eosinophilic core, which was surrounded by 
multiple (up to 30) pale-staining concentric 
collagenous lamellae (Fig 2). The most 
superficial corpuscles were small (four to 
seven lamellae), while those corpuscles 
located in the deep dermis tended to be 
larger and to have the most lamellae. 
Lamellae of adjacent corpuscles fused into 
one another, and there was merging of the 
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concentric lamellae with the collagen fibers 
of the adjacent dermis (as confirmed by 
Masson trichrome stain). Capillary vessels, 
some of them having bulky endothelial 
cells, were present in the scant, immedi- 
ately adjoining (lateral and superficial) 
and intervening dermal stroma; the latter 
was pale-staining and was composed of 
indistinctly delineated collagen fibers and 
bulky nuclei. Several relatively small 
corpuscles adjoined the scant subcutaneous 
fat tissue, and others reached a lateral 
margin. 


COMMENT 


The embryological development of 
the pacinian corpuscle has been 
reviewed by Prose et al They noted 
that in the case of Prichard and 
Custer, the tumor showed uniform 
immaturity of corpuscles, while in 
their case the tumor showed maturity 
superficially and immaturity deeper 
in the dermis. The case of Prichard 
and Custer was painless and showed 
no significant growth, while the case 
of Prose et al was painful and 
growing. The tumor of our patient 
more closely resembled that of Prose 
et al, both clinieally and histologically; 
the budding phenomenon was also 
present. 

The neoplasm that we describe 
differed from previously reported 
cases in both size and location. 
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-" duction of Glycosuria and Hyperglycemia | 


_ Edward C. Gomez, MD, PhD, Phillip Frost, MD 


* A patient with psoriasis is described 
who had an abnormal response to the 
glucose tolerance test without other 
evidence of diabetes and then developed 
postprandial hyperglycemia and glyco- 
suria during a period of topical adminis- 
tration of a corticosteroid cream, halci- 
nonide cream 0.1%, under occlusion. A 
second patient with a similar glucose 
tolerance test result showed postprandial 
hyperglycemia when treated similarly with 
betamethasone valerate cream 0.1%. Two 
additional patients with mildly abnormal 
responses to glucose tolerance tests 
showed no evidence of altered glucose 
. metabolism when treated with halcinon- 
. ide cream in a similar manner. 

(Arch Dermatol 112:1559-1562, 1976) 


E Š ystemie effects of topically applied 
K2 corticosteroid preparations, espe- 
ES. cially effects on the pit tuitary-adrenal 
. axis, have been reported by numerous 
investigators. Alterations of glucose 
metabolism caused by systemically 
administered cortieosteroids are like- 
wise well-known and have served as 
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the basis for a provocative test to 
identify “prediabetic” individuals.’ 
However, no well-documented oc- 
currence of altered glucose metabo- 
lism has, to our knowledge, been 
reported following the topical applica- 
tion of corticosteroids. 

In the course of studying certain 
effects of the percutaneous absorption 
of two topical corticosteroid prepara- 
tions, evidence of altered glucose 
metabolism was observed in two 
patients with psoriasis who had 
abnormal responses to glucose toler- 


ance tests but no overt diabetes. This 


article reports the finding observed in 
these patients and the absence of 
similar findings in two additional 
psoriatic patients, who had mildly 
abnormal responses to glucose toler- 
ance tests. 


EXPERIMENTAL METHOD 
Patient selection 


The patients were volunteers with 
extensive psoriasis who had no other 
notable medical problems. Each patient 
received a detailed explanation of the 
procedures that would be carried out and 
signed an informed consent form approved 
by the Research and Human Rights 
Committees of Mount Sinai Medical Cen- 
ter. 
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opical Corticosteroid Therapy 


Case 1.—A 30-year-old obese woman had: 
a 10-year history of psoriasis. More than ^. 
50% of her body, including her face, scalp, 
torso, and extremities, was involved with 
typical plaques. She had no history of 
diabetes; her father had adult-onset. dia- 
betes mellitus. Her medical history was: 
otherwise unremarkable and excluded sys- 
temic corticosteroid therapy. She weighed 
103.5 kg and was 166.4 em tall; results from 
the remainder of her physical examination : 
were normal except for the presence of a: 
large umbilical hernia and plaques of 
psoriasis. i 

Case 2.—A 47-year-old man had a 20-year = ie 
history of severe psoriasis and psoriatic > 
arthritis, More than 50% of his total skin 
surface was involved with typical. plaque: 
of psoriasis. There was no. personal o 
family history of diabetes. Previous th 
py had included systemic corticosteroi 
and, more recently, weekly. injectii ns 
methotrexate. He had used no topical or c 
systemie corticosteroid preparations For- 
more than 30 days prior to beginning the 
present study and had a metyrapone test | 
indicating a normal pituitary-adrenal re- 
serve. His m was 83.6 kg and his- 
height 182.9 l 

CASE 3.—A a man had a 30-year 
history of severe psoriasis and psoriatic 
arthritis. He had used only emollients for 
over a year, except for a five-day trial of à 
topical eorticosteroid preparation, without 
occlusion, five weeks prior to the. present 



















1559 











study. More than 50% of his body was 
— involved with typical plaques of psoriasis. 
^ There was no history of diabetes. He had 
.. not been treated with systemically admin- 
^ jstered corticosteroids for many years and 
- had never received methotrexate. There 
was a history of a mild seizure disorder, 
-- which was completely controlled with 100 
mg of phenytoin (Dilantin) each morning, 
. and this therapy was continued throughout 
the present study. His weight was 70.2 kg 
and his height 156.2 em. 

Case 4. —AÀ 44-year-old man had a 20-year 
history of severe psoriasis and exfoliative 
dermatitis. He had used only emollients for 
over a year and had never been treated 
with methotrexate. Virtually 100% of his 
skin surface was involved and showed 
marked erythema and scaling. There was 


. Case 1 Case 2 













TIME 


30 min. 194 197 227 221 
thr 233 










223 279 236 






Table 1.—Blood Glucose Levels Following 100 gm of Glucose 


Day —4 Day +10 Day —4 Day +10 


 [. Fasting 99 100 73 100 78 103 78 83 






[2h 184 136 28! 212 14$ 163 189 180 


no history of diabetes. His weight was 65.7 
kg. | 


Laboratory Studies 


Routine blood cell eounts, and results 
from urinalyses and tests for serum 
calcium, phosphorous, cholesterol, urea 
nitrogen, SGOT, alkaline phosphatase, lac- 
tic dehydrogenase, creatinine, direct and 
indirect bilirubin, SGPT, and electrolytes 
were within the normal range, except as 
noted below. 

Patient 1 had a pretreatment SGPT level 
of 36 units (normal range 1-35) and subse- 
quent determinations ranged from 27 to 40 
units. Patient 2 had a pretreatment SGPT 
of 54 units and subsequent determinations 
ranged from 10 to 22 units. Serum albumin 
was 2.7 to 3.2 gm/100 ml (normal range 3.5 


Case 3 
pM 


Case 4 
MÀ 
Day ~4 Day +10 Day —4 Day +10 


194 179 205 175 






200 193 224 190 


Table 2.—Results of Laboratory Studies 


Halcinonide 0.1% Cream 
Twice Daily With Occlusion 


to 5.5) throughout the study, but the total 
serum protein level was normal. Patient 3 
had an.elevated serum alkaline phospha- 
tase level of 159 units (normal range 30 to 
85) but this was a long-standing finding in 
this individual and values remained be- 
tween 113 and 152 units throughout the 
course of the study. This patient also 
showed trace proteinuria on one 24-hour 
specimen, but the other daily specimens 
were all normal. Patient 4 had a persistent 
slightly elevated leukocyte count of 11,000 
to 18,100 eu mm (normal range 4,800 to 
10,800). Serum urie acid level was 8.0 to 8.4 
mg /100 ml (normal range 2.5 to 5.0) and his 
pretreatment serum alkaline phosphatase 
level was 89 units. 

All patients had normal results from 
pretreatment plasma cortisol determina- 
tions, normal 24-hour excretion of 17- 
hydroxysteroids and 17-ketogenic steroids, 
and normal responses to metyrapone. 


Experimental Design 


The study was divided into a pretreat- 
ment period (days —4 to —1), a treatment 
period (days 1 to 5), and a posttreatment 
period (days 6 to 13). During the pretreat- 
ment period, certain hematologie and blood 
chemistry studies were done on days —4 
and —2, a 5-hour (100-gm) oral glucose 
tolerance test on day —4, a metyrapone test 
on day —3, and urine colleetions for 17- 


p——————————————————————————— 





Nor- 
mal 
Values —4  —3 --2 —1 10 11 
Case 1 
Plasma cortisol 4-32 20 298 -— 25.5 176 115 44 25 17 11 187 142 245 221 188 — 11.5 
Urine glucose - 0 0 0 0 0 0 Tr t+ 3+ Tr 14 0 0 0 0 0 0 
2-hr postprandial 
glucose 132 — — 115 — 121 87 113 165 140 198 — -— -— 92 — — 
Betamethasone Valerate 0.1% Cream Twice Daily | 
With Occlusion 
Case 2 i i aaa aca a aa aa aaa | 
Plasma cortisol 4-32 19.8 18.7? — 21.2 176 86 104 87 95 97 84 176 155 166 194  — 17.6 
Urine glucose 0 0 0 0 0 0 0 0 0 0 0 0 oO 0 0 0 
2-hr postprandial 
glucose 132 — .— 106 — 117 178 239 — 166 122 ~ — —-. 200 = s~ 
Case 3 Haicinonide 0.1% Cream Twice Daily 
With Occlusion 
TEE QE E ee A oe DC E tree S i s 
Plasma cortisol 4-32 220196 — 247 318.7 15.8 178 105 12 27 222 188 17.6 199 234  — 20.0 
Urine glucose 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 
2-hr postprandial 
glucose 132 — — 86 — 93 84 102 82 79 116 -— -— -— 96 -— -— 


Case 4 | 
Plasma cortisol 4-32 188 255 — 
Urine glucose 0 0 0 0 
2-hr postprandial! 
glucose 132 — — 114 
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Halcinonide 0.1% Cream Twice Daily 


With Occiusion 


165 19.5 122 98 104 116 38 
0 0 0 0 0 0 0 


15.7 17.7 


158 162 144 — 147 
0 0 0 0 0 0 
= = = 16 ç = ie 
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hydroxysteroids and plasma cortisol deter- 


minations daily. Specimens for blood 
glucose levels were taken two hours after 
breakfast on day —2. 

During the treatment period, daily 
 hematological studies, two-hour postpran- 
dial glucose determinations, plasma corti- 
sol determinations, and 24-hour urine 
collections for urinalysis and 17-hydroxy- 
steroid levels were performed. Blood chem- 
ical analyses were repeated on day 3. 

During the posttreatment period, daily 
hematological studies, plasma cortisol de- 
terminations, and 24-hour urine collections 
for urinalysis and 17-hydroxysteroid deter- 
minations were performed. Blood chemical 
analyses were repeated on days 6 and 10. 
. Two-hour postprandial glucose determina- 


- tions were done on cays 6 and 11. The five- 


hour glucose tolerance test was repeated on 
. day 10. Specimens for plasma cortisol 


- - determinations were collected in heparin- 
. ized tubes between 8 and 8:30 AM each 


. day. 

Twenty-four-hour urine specimens were 
colleeted from 8 AM to 8 AM the following 
day and stored in a refrigerator until the 
analyses were done. Urine glucose levels 
were determined by a reagent dipstick, 
using the glucose oxidase method. 


Topical Administration of 
Corticosteroid Preparation 


The contents of one 15-gm tube of 0.1% 
haleinonide cream or 0.1% betamethasone 
valerate cream were applied to the torso 
and proximal parts of the arms and thighs 
by a nurse at 12-hour intervals during the 
five-day treatment period and the area 
was occluded with clear plastic film held in 
place with adhesive tape. The plastie film 
was removed two hours before the next 
application to permit the patient to bathe 
and the skin to dry. 


RESULTS 


Case 1.~The subject was found to 
have an abnormal response to the 
glucose tolerance test during the 
pretreatment period (Table 1; day —4), 
which, in the absence of overt 
diabetes, was thought to be possibly 
related to her obesity. Accordingly, 
treatment was begun on day 1. The 
results of her laboratory studies are 
summarized in Table 2. 

Plasma Cortisol Levels.—Plasma cor- 
tisol values on days 2 to 6 (mornings 
after treatment) were markedly lower 
than on baseline mornings (day —4, 
—3, —1, and 1). Plasma cortisol values 
returned to normal the morning after 
treatment was discontinued. 
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17-Hydroxysteroid — Excretion.— V al- 
ues during the treatment period, on 
days for which the creatinine excre- 
tion indicates reasonably complete 
collection, were generally lower than 
on comparable days during the base- 
line period. Values were also low on 
days 6 through 9 of the posttreatment 
period, despite the normal cortisol 
values. 

Glycosuria.—Glucose was detectable 
in the urine from day 2 to day 6, the 
last treatment day. The most marked 
glycosuria occurred on the fourth day 
of treatment. 

Two-Hour Postprandial Blood Glu- 
cose.— Blood glucose levels two hours 
after finishing breakfast were normal 
until the morning of the fourth treat- 
ment day (day of maximum glycosu- 
ria) but remained abnormal through 
the last day of treatment. A normal 
value was obtained on the fifth 
morning following the discontinua- 
tion of treatment. 

Metyrapone Testing.—The adminis- 
tration of 750 mg of metyrapone 
every four hours on day —3 resulted in 
an increase of 17-hydroxysteroid ex- 
cretion from 5.1 mg/24 hr to 12 mg/24 
hr with comparable ereatinine exere- 
tion on these days. The posttreatment 
administration of metyrapone (on day 
11) did not result in a major increase 
in exeretion on the following day, but 
the validity of the test is questionable, 
since the measured creatinine excre- 
tion on day 12 was about 50% of the 
usual values, indicating an incomplete 
collection. Despite this, the value 
obtained was the highest during the 


study, if one excluded the initial 
response to metyrapone. 
Posttreatment Glucose Tolerance 


Test.—On day 10, another oral glucose 
tolerance test was performed (Table 
1). Values were comparable to those 
obtained on day —4 except for the 
two-hour specimen, which was 136 
mg/100 ml. 

Case 2.— The subject had an abnor- 
mal glucose tolerance test during the 
pretreatment period (Table 1; day —4) 
despite the absence of overt diabetes. 
Treatment with betamethasone valer- 
ate cream 0.1% was begun on day 1 

Plasma Cortisol Levels.—Plasma cor- 
tisol values on mornings after treat- 
ment (days 2 to 6) were lower than on 
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mornings during the pretreatment 
and posttreatment periods. eo 
Glycosuria.-Nó glycosuria was de- . 
tected in any of the 24-hour urine - 
collections. NE. 
Two-Hour Postprandial Blood Glu- * 
cose.—Baseline values of 116 mg/100 
ml and 117 mg/100 ml were obtained 
prior to treatment, compared to values 
as high as 239 mg/100 ml during treat- 
ment. On the morning following the- 
last topical application of a corticoste- 
roid the two-hour postprandial glucose. 
level was 122 mg/100 ml and five days ; 
later 200 mg/100 ml. n 
Metyrapone Testing.— Responses to ai 
metyrapone both before treatment. 
and in the posttreatment period. 
showed normal adrenal reserve. 
Posttreatment Glucose Tolerance 
Test.—A second glucose tolerance test — 
done on day 10 yielded values compa- Lo 
rable to those obtained in the: ey 
pretreatment period. UNS 
Cases 3 and 4.—Both of Fo GE 
subjects had abnormal results from. 
pretreatment glucose tolerance tests 
and no overt diabetes. es 
Plasma Cortisol Levels.-Both pa- p P 
tients showed lowered cortisol levels: — 
on some mornings following treatz i X 
ment, with values as low as L2 to 270°. 
d fen ml (patient 3) and 3.8 mg/100 E 
ml (patient 4). 
17-Hydroxysteroid | Excretion.—Both 
subjects showed decreased 17-hydrox- 
ysteroid exeretion during the treat- 
ment period. 
Glycosuria.—Neither subject demon- 
strated glycosuria in any of the 24- 
hour urine collections. | ES 
Two-Hour Postprandial Blood Glu- 
cose.— Results of postprandial glucose - 
determinations were normal through- | 
out the period of observation. — 
Metyrapone Testing. Normal re- 
sponses to metyrapone were obtained - 
in both subjects in both the pretreat- 
ment and posttreatment period, 
Posttreatment Glucose Tolerance - 
Tests.-On day 10, a second glucose 
tolerance test on subject 3 was similar 
to that done in the pretreatment 
period. The second glucose tolerance 
test on subject 4 showed lower values 
of glucose, the greatest difference 
being at two hours when the value 
reported was 130 mg/100 ml compared : 
to 183 mg/100 ml on day —4. 
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COMMENT 
= The decrease in plasma cortisol 
observed in these patients during 
treatment provides evidence of signif- 
icant systemic absorption of the topi- 
eally applied corticosteroid. The re- 
sults obtained in the 100-gm oral 
glucose tolerance tests indicate that 
these individuals, despite the absence 
of overt diabetes, had some degree of 
~ abnormal glucose metabolism prior to 
"treatment, ranging from a mild 
inability to handle a glucose load 
.. (patient 4), to a frankly abnormal 
glucose tolerance test (patients 1 and 
2) During the study period, the 
presence of glycosuria and the ele- 
vated postprandial glucose values, 
_ obtained in patient 1 only during the 
period of therapy with halcinonide 
under occlusion, suggest a temporary 
aggravation of the preexisting abnor- 
mality in glucose metabolism by 
.pereutaneously absorbed corticoste- 
< roid. Such findings did not occur in 
two other patients with extensive 
(7 psoriasis who were treated with halei- 
..:monide cream, using a similar regi- 
men, despite abnormal results from 
glucose tolerance tests and significant 
absorption of corticosteroid as indi- 
—.. cated by suppression of plasma corti- 
£^. -sol levels. 
These effects on glucose metabo- 
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lism do not appear to be related to a 
specific corticosteroid preparation. 
Another psoriatic subject (patient 2) 
with an abnormal glucose tolerance 
test developed elevated postprandial 
glucose values with a similar treat- 
ment regimen with betamethasone 
valerate cream (0.1%) under oeclu- 
sion. 

Altered glucose metabolism asso- 
ciated with the topical use of cortico- 
steroid preparations has not been a 
significant clinical problem. Keipert 
and Kelly? described an infant with 
the temporary appearance of Cushing 
syndrome while under treatment with 
0.05% betamethasone valerate cream 
without occlusion. Their patient also 
had an abnormal result from a glucose 
tolerance test. However, this was not 
repeated after therapy was discon- 
tinued and plasma cortisol values, 
diurnal variation of plasma cortisol, 
and adrenal suppression by dexameth- 
asone were not suggestive of effects 


from exogenously administered corti- 


costeroids. The plasma cortisol level 
remained about 20 ug/100 ml even in 
the late afternoon and did not drop 
below 14 ug/100 ml even after the 
administration of 1 mg of dexametha- 
sone. Administration of adrenocorti- 
cotropic hormone to their patient 
resulted in an increase of plasma 
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cortisol to 51 ug/100 ml, again not 
suggestive of absorption of sufficient 
exogenous corticosteroid to produce 
Cushing syndrome. 

The absence of reports of hypergly- 
cemia and glycosuria during treat- 
ment with topical eorticosteroid prep- 
arations would seem to indicate that 
this is à rare oceurrence requiring a 
number of contributing factors, in- 
cluding preexisting impairment of 
glucose metabolism, use of large 
amounts of a potent corticosteroid, 
and alteration of the epidermal bar- 
rier. Because of increasing potency of 
topical corticosteroid preparations, as 
evidenced by the recent report’ of 
profound adrenal suppression by clo- 
betasol propionate (Dermovate [Bri- 
tain]; no comparable US product) oint- 
ment applied to normal skin without 
occlusion, it appears likely that, in the 
future, topical corticosteroid therapy 
will require careful attention to side 
effects now associated with the use of 
systemic corticosteroids. 
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Allergic Contact Dermatitis From 







. Alan R. Berlin, DO, O. Fred Miller, MD 


|. * A 13-year-old girl developed contact 
dermatitis to haloprogin (Halotex) cream. 
Patch tests incriminated ethyl sebacate, a 
solubilizer, as the allergen. To our knowl- 
edge, this is the second reported case of 
contact dermatitis attributable to this 
substance. 
(Arch Dermatol 112:1563-1564, 1976) 


o=: of the newer antifungal 
agents, halłoprogin  (Halotex) 
was synthesized by Seki in 1964 as one 
of a series of halophenyl-y-iodopro- 
pargyl esters with substantial activity 
against dermatophytes, yeasts, yeast- 
like fungi, and Gram-positive bacte- 
ria. The purpose of this communica- 
tion is to report a case of allergic cell- 
mediated sensitization to haloprogin 
cream. 


REPORT OF A CASE 


_A 18-year-old girl was first seen in the 
Department of Dermatology at Geisinger 
Medical Center on Oct 8, 1973, for an 
eczematized eruption localized to the dorsal 
aspects of the feet and toes. Five weeks 
prior to her visit, she had developed an 
"irritation" on the feet coincident with the 
wearing of gym shoes, and had applied 
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haloprogin eream. Despite a worsening of 
the condition, she continued to apply the 
preparation for one month. Historieally, 
she recalled the use of haloprogin eream on 
a "tinea pedis infection" with uneventful 
resolution in June 1973. She had had no ill 
effects from the preparation at that time. 

Examination showed an eczematized, 
crusted eruption that was well localized to 
the dorsal aspects of feet and toes in the 
shoe-box toe distribution. The interdigital 
web spaces and the toenails were normal. A 
potassium hydroxide slide study of lesion 
scrapings was negative. Presumptive diag- 
nosis was an allergie contaet dermatitis 
from sneakers. Treatment consisted of 
discontinuation of the haloprogin cream, 
avoidance of the sneakers, and triameino- 
lone acetonide (Kenalog) spray three times 
daily. Within 48 hours, the condition had 
improved dramatically. Pateh tests were 
applied with the following preparations: 
“Shoe tray"; haloprogin cream; and a piece 
of the sneaker-box toe. Patch tests were 
read at 48 and 72 hours after application, 
with the use of the International Contact 
Group recommended criteria. At 48 hours, 
the only positive finding was a 3+ reaction 
(vesicles, edema, erythema) to the halo- 
progin cream. This initial patch test result 
prompted correspondence with the manu- 
facturer, who supplied the ingredients 
present in haloprogin cream and lotion 
formulations. Standard patch tests with 
these substances were done and were again 
read at 48 and 72 hours. The results showed 
2+ and 3+ positive reaction (2+ erythe- 
ma, some infiltration and vesicles; 3+, a 
very severe reaction with marked edema, 








| Ethyl Sebacate in Haloprogin Cream 


erythema, and vesiculation) were noted ta © = 
5518-8C, 5518-8E, 5518-SA, 5518-BJ, and . 
9918-8AC (Table). These patch-test results ^. 
implicated ethyl sebacate as the offending ^ 
agent. Specific inerimination of this sub- - 
stance was subsequently | substantiated” 
further with negative patch test to the 
haloprogin cream formulation without 
ethyl sebacate 5518-8V (Table) A^biopsy 
specimen from the haloprogin-eream site ^. 
demonstrated the histologic changes of D 
contact dermatitis: epidermis, spongiosis; = 
upper portion of the dermis, perivascular 
lymphocytic infiltration and edema. | 
We corresponded with the manufacturer 
about clinical testing with controls to the 
haloprogin formulations, and the following 
studies were carried out by the manufac- 
turer: (1) With the Draize-Shelanski meth- m 
od, 219 volunteers were patch tested to... 
haloprogin cream and solution, and results |... 
were negative. (2) With the Draize- < oo 
Shelanski method, 210 volunteers were . 
patch tested to a haloprogin foam prepara- — ^ 
tion, and results were negative. (The foam | `= 
preparation has never been marketed). (3) — 
With the Kligman maximization test; 22. ^. 
volunteers were patch tested to haloprogin —_ 
cream and solution, and results were nega- 
tive. i 










COMMENT 


In our patient, the ethyl-sebacate 
fraction of the haloprogin cream: 
proved to be the offending contact 
allergen. To our knowledge, this is the 
second reported case of sensitization 
to this substance’; however, Moss’ 
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Patch Tests and Results of Haloprogin Formulations 


ingredients in Formulations, % 


gerer ae ty N ant S DT T Y 


Patch Test 
» Formulations 

. Haloprogin cream 
|^ - (5518-8C) 

> Haloprogin cream 
^ (5518-8E) 

.. Haloprogin solution 

. . (5518-BA) 
| . Haloprogin solution 
| ^ (5518-8) 
5 .5518-8K - ! 

|. 5518-8AC 

| 5518-8AE m 
| 5s:e8v —— (1 


Haloprogin 


i _*Positive patch test results with all ethyl-sebacate-containing preparations. 
12- indicates erythema, some infiltration and vesicles; 3+, very severe reac 


< patient had used haloprogin solution, 
.. while our patient had used haloprogin 
> cream, Although formulation differ- 
<- ences exist between the solution and 


^s. . eream preparations, the solubilizing 


agent, ethyl sebacate, is common to 
both. This colorless, oily substance is 
an ester of sebacie acid, with a chem- 
ical formula of C,,H,,0,, boiling point 


- of 307 C, molecular weight of 258.35, 


~<and miscibility in ether, alcohol, or 
= organic solvents. Ethyl sebacate is 
widely used as a flavoring substance 
in foods; however, at present, no list of 


- .ethyl-sebaeate-containing foods has 


been compiled (H. W. Hermann, MD, 

.oral communication, Nov 1, 1978). 
Ethyl sebacate finds use in the 
> cosmetic industry as a solubilizer in 
facial creams. 

It is well known that vehicles can 
play an important role in producing 
allergie contact dermatitis. Prior to 
cases of paraben sensitivity reported 
in the 1960s, attention had been 
directed almost solely to the active 
ingredients of the formulations in 
question. It must be remembered that 
- the newer compounds are chemically 
-< complex and contain not only active 


1, Hermann HW: Clinical efficacy studies of 
haloprogin, a new topical antimicrobial agent. 
Arth Dermatol 106:829-842, 1972. 

2. Kligman AM: Identification of contact 
allergens by human assay: I. A eritique of stan- 
dard methods. J Invest Dermatol 47:369-374, 
: 1966. 


1564 Arch Dermatoi—Vol 112, Nov 1976 


Polyethylene 
Glyco! 400 


Polyethylene 
Glycol 4000 


Ethyl 
Sebacate* 


65 33 


ingredients, but also solubilizers, an- 
tioxidants, and preservatives that 
may play a role in the sensitization 
process.’ Fisher makes the important 
point that ingredients in a suspected 
compound should be individually 
patch tested, since false-negative re- 
actions often result when the total 
formulations alone are patch tested." 

One ean only speculate as to why 
sensitization from ethyl sebacate has 
not previously been mentioned, since 
haloprogin preparations have been 
used extensively since their release in 
1972. In addition to misdiagnosis or 


perhaps just a low incidence of sensiti- 


zation, one might speculate about an 
induced immunologic tolerance in 
which prior feeding with the sub- 
stance inhibits subsequent epidermal 
sensitization. Referred to as the Sulz- 
berger-Chase phenomenon, this toler- 
ance could be induced by the oral route 
from the frequent exposure to ethyl 
sebacate in foods. 

Conversely, one might pose the 
question about the possibility of an 
allergie eezematized contact derma- 
titis in the already contact-sensitized 
person who subsequently ingests ethyl 
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Pyrrolidone- 


Polyvinyl 


Alcohol Results: 


1 


Negative 





Negative 
Negative 


tion with marked edema, erythema, and vesiculation. 


sebacate. Our patient has not demon- 
strated this type of skin involvement. 
Although ethyl sebacate is common in 
foods, its metabolism in the gastroin- 
testinal traet might be complete, or 
the allergen concentration reaching 
the skin by the circulatory system 
might be too low to produce a hema- 
togenous contact-type dermatitis 
medicamentosa, even in the person 
who is already cutaneously sensitized. 
It is known that after cutaneous sensi- 
tization with some preparations, eg, 
ethylenediamine, a patient can devel- 
op a generalized eruption after inges- 
tion of a chemically related compound, 
eg, aminophylline. At present, chem- 
ical cross reactants with ethyl seba- 
cate have not been identified. 

This report indicates the sensitiza- 
tion potential that is possessed by 
various vehicular ingredients in our 
dermatologic topical preparations. 
From a practical standpoint, physi- 
cians must be aware of another vehi- 
cle, ethyl sebaeate, as a contact 
allergen and must identify this sub- 
stance not only in medications, but 
also in facial creams and foods. 


5. Fisher AA, Pascher F, Kanof NB: Allergic 
contact dermatitis due to ingredients of vehicles: 
A “vehicle tray" for pateh testing. Arch 
Dermatol 104:286-290, 1971. 

6, Fisher AA: Contact Dermatitis, ed 2. Phil- 
adelphia, Lea & Febiger Publishers, 1973, p 25. 
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- tumor. shows definite 








m We have seen six cases of malignant 
^  angioendothelioma of face and scalp. 
This condition occurs most commonly in 





a _ older. individuals and is rapidly progress- 


‘ing. Large areas of infiltration of the skin 
appear showing purpura and foci of 
superficial erosions. Internal metastasis 
and death may occur within three months 
to two years. 

_ (Arch Dermatol 112:1565-1567, 1976) 


Mizner vascular tumors of the 
skin are rare. The two well- 
known varieties are Kaposi hemor- 
rhagic sarcoma and the Stewart 
Treves syndrome that occurs in the 
areas of postmastectomy  chronie 
lymphedema. A relatively rare and 
highly anaplastie vaseular tumor was 
identified by Wilson-Jones' in 1964 as 
malignant  angioendothelioma oc- 


POR p - curring « over the upper part of the face 


and sealp of older individuals. This 
| clinieal and 
< histologic features suggesting a dis- 
< tinetive entity. This article discusses 


" .. Six cases of malignant angioendothe- 
~~ lioma of sealp and face. 


REPORT OF CASES 


Clinieal data of the six patients studied 
are summarized in the Table.' The lesions 
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Malignant Angioendothelioma 


— Amir H. Mehregan, MD, Harold E. Usndek, MD 


appeared first over the scalp or forehead 
and later extended around the eves or sides 
of the faee in three of the six patients. The 
lesion was confined to the sealp in the other 
three instances (Fig 1). The initial lesion 
was a purplish nodule that grew rapidly to 





head. The lesions exhibited a tendene 
hemorrhage and the formation of eccl 
sis. Areas of infiltration and nodulari 
oceurred in later stages, and foci of ultera 
tion gave the clinical impression of either 
an angiosarcoma or ly mphoblastoma. (Fig. 







involve large areas of the scalp and fore- 2). Pain and burning sensation. were 2 OCC 


Clinical Data of Six Patients 











Duration of 
Symptoms 
6 mo 





Patient Age, yr/Sex 
167/M 


Area Affected 


Frontal part of 
scalp, forehead, 
& right side of face 

Right side of scalp 

Frontal part of 
scalp, forehead. 
& around both eyes 


Crown of scalp 
Frontal part of scalp 


Diagnosis : : = 2 
Angiosarcoma: `. 


















Angiosarcoma 



















Kaposi sarcoma © 
Lymphosarco- 
ma i 
Lymphosarco- =. 
ma 


561/M 17 mo 













6 87/M 1yr Scalp & forehead 













Fig 1.—Distribution of malignant angioendothelioma in six cases reported. 
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Fig 2.—Scalp involvement of malignant 
angioendothelioma showing area of infil- 
tration, hair loss, and superficial ero- 
sions. 


Fig 3.—Dilated vascular spaces in papillary 
layer of corium lined by anaplastic endo- 
thelial cells (hematoxylin-eosin, x 450). 


v ` > _* Ho 


Fig 4.—Malignant endothelial cells with irregularly shaped and 
hyperchromatic nuclei protruding into vascular lumina (hematox- 


ylin-eosin, x 450). 


sionally present. Two patients in this series 
died of dissemination and internal metas- 
tasis within one and two years following 
the appearance of the cutaneous lesions. 


Histopathology 


Paraffin-fixed tissue specimens from all 
six patients were stained by hematoxylin- 
eosin, acid orcein-Giemsa, van Gieson, 
Gomori reticulum stains, and a combina- 
tion of alcian blue-PAS techniques. 

The growth is characterized by extensive 
proliferation of highly anaplastic endothe- 
lial cells extending from the papillary layer 
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of the corium down into the subcutaneous 
tissues. In the superficial portion of the 
growth there are many wide capillary 
spaces containing erythrocytes (Fig 3). 
These are lined by a single layer of 
anaplastic endothelial cells showing irregu- 
larly shaped and hyperchromatic nuclei 
often protruding into the vascular lumina 
(Fig 4 and 5). In a somewhat deeper level 
the growth shows extensive proliferation 
of endothelial cells arranged along the 
collagen bundles lining the interfascicular 
spaces and giving rise to a false impression 
of branching vascular space formation. The 


3 
got 
Cg. 
Fig 5.—Crowding of anaplastic endothelial cells and arrangement 
of cells along collagen bundles (van Gieson, x 450). 
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anaplastic endothelial cells, however, are 
not regularly distributed and no PAS-posi- 
tive basement membrane can be demon- 
strated around these spaces and, therefore, 
the term pseudovascular spaces is more 
justified than true vascular lumina. In 
much deeper areas the growth shows 
massive proliferation of endothelial cells in 
addition to the areas of pseudovascular 
space formation (Fig 6 and 7). Thin strands 
and solid masses of endothelial cells also 
extend into the subcutaneous fat tissue 
and penetrate in between the muscle 
bundles. The reticulum fibers are poorly 
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Fig 6.—Diffuse malignant endothelial cell proliferation separating 
dermal collagen bundles (van Gieson, x 450). 
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Fig 7.—More massive malignant endothelial cell proliferation 
filling interfascicular spaces in between collagen bundles. Note 
marked irregularity in size and shape of tumor cell nuclei (hema- 
toxylin-eosin x 450). 


organized within the areas of tumor prolif- 
eration. There is also no appreciable 
amount of aleian blue-reactive acid muco- 
polysaccharide. 


Comment 


In 1964, under the term “malignant 
angioendothelioma of the skin” Wil- 
son-Jones brought attention to a clin- 
ical condition that occurs predomi- 
nantly over the upper part of the face 
and scalp of older individuals. He 
«reviewed the world literature on this 
subject and described nine patients, 
seven of whom died; in three instances 
necropsy was performed showing evi- 
dence of internal metastasis. 

In another series reported by Reed 
et al’ in 1966, six additional cases 
demonstrated the possibility of a rela- 
tion of trauma to the subsequent 
development of eutaneous malignan- 
cy. Similar instances of posttraumatic 
development of a malignant angioen- 
dothelioma of the upper part of the 
face and scalp were reported by Caro 
and Stubenrauch? in 1945. In the 
series reported by Wilson-Jones only 
one patient gave a history of minor 
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trauma. No definite history of trauma 
was reported by the patients in our 
series. Girard et al' reviewed 28 cases 
of cutaneous angiosarcoma of which 
seven were located over the scalp. 
While in most cases the cutaneous 
manifestation began as red-to-purple 
firm papules and nodules, their Fig 3 
shows an instance of involvement of 
scalp, forehead, and left side of the 
face by a diffuse infiltrating process 
similar to that in the cases in this 
series. The first clinical manifestation 
of malignant angioendothelioma is an 
erythematous indurated nodule that 
expands rapidly to involve large areas 
with infiltration. Later the lesion is 
often complicated by areas of purpura 
and superficial erosions. Involvement 
of subcutaneous tissues and glia 
occurs and x-ray films of the skull may 
show bony erosions. Internal metas- 
tasis to the lung and other organs 
results in death of the patient within a 
period ranging from three months to 
two years. 

Histologically, there is marked simi- 
larity between the malignant an- 
gioendothelioma and postmastectomy 


Angioendothelioma—Mehregan & Usndek 


lymphangiosarcoma. However, it is 
noticeably different from the nodular 
angiosarcomas that may occur at any 
age and from Kaposi hemorrhagic 
sarcoma by lack of proliferation of 
elongated cells and absence of inter- 


secting bundles or pseudovascular slit- ' 


like spaces. Malignant angioendothe- 
lioma in the early stage may be 
treated by wide or deep surgical exci- 
sion, followed by radiation therapy. 
When the lesions are large and infil- 
trating, radiation therapy may pro- 
duce temporary remission and reduc- 
tion in size of the growth. Surgical 
excision or removal by Mohs chemo- 
surgery in this stage will necessitate 
skin graft. 
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Pseudomonas Botryomycosis 


Gregory F. Bishop, MD; Kenneth E. Greer, MD; David A. Horwitz, MD 


€ A patient had cutaneous botryomy- 
.. cosis due to Pseudomonas aeruginosa. 
"The diagnosis of botryomycosis was 
based on the clinical manifestations, 
results of bacterial culture, and demon- 

stration -of the Gram-negative organisms 
by tissue Gram stain of the granules in the 

dermis and subcutaneous fat. Numerous 
laboratory tests, including tissue immuno- 


"fluorescence and special studies with the 


patient’s iymphocytes, failed to demon- 
strate an abnormality that might heip to 
explain the pathogenesis of the granular 
tissue reaction in this. patient. 

(Arch Dermatol 112:1568-1570, 1976) 


~y otryomycosis is a chronic suppura- 

LÀ tive and granulomatous process 
caused by bacteria that colonize to 
form granules in the skin or viscera. 
These granules closely resemble the 
granules of actinomycosis and madu- 
romyeosis but can be differentiated 
by eulture and special staining pro- 


eedures. Most reported cases of 
botryomyeosis have been due to 


Gram-positive organisms, primarily 
. Staphylococcus aureus, but the disor- 
. der may be produced by Gram-nega- 
tive organisms, including Proteus and 
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Pseudomonas. To our knowledge, this 
is the first verified case of eutaneous 
botryomyeosis due to Pseudomonas 
aeruginosa to be reported in the 
dermatologic literature. 


REPORT OF A CASE 


A 69-year-old man had a suprapubic 
prostatectomy in June 1973. Postopera- 
tively he was treated with intravenously 
administered gentamicin sulfate for two 
weeks for a urinary tract infection second- 
ary to P aeruginosa. One month after 
diseharge from the hospital, he was diag- 
nosed as having polymyalgia rheumatiea 
on the basis of severe weakness and eleva- 
tion of the erythrocyte sedimentation rate. 
A diagnosis of epididymitis was also made 
at this time on the basis of a complaint of 
persistent pain in the scrotum. He was 
given a second but shorter course of intra- 
venous gentamicin therapy, but the pain in 
the scrotum persisted. The polymyalgia 
rheumatica was initially treated with 20 
mg of orally administered prednisone daily 
for two weeks and subsequently 5 mg daily 
for the next 18 months, with control of his 
weakness. In February 1975, the predni- 
sone was discontinued at the time of his 
hospitalization for a scrotal abscess and 
tender nodules in both thighs. The scrotal 
abseess was excised, and he was discharged 
on a regimen of orally administered 
cephalexin monohydrate. During the next 
several months, the thigh lesions enlarged 
and became exquisitely tender. The patient 
was readmitted to the University of 
Virginia Hospital in April 1975 for further 
evaluation and treatment. 

Physical examination on admission gave 
normal results with the exception of well- 
demarcated, erythematous, and tender 


areas of induration on the inner aspects of 
both thighs. The lesion in the right thigh 
measured 6 x & em, and the lesion on the 
left measured 3 x 6 em. The lesions had 
never discharged purulent exudate nor had 
they been previously aspirated. The pa- 
tient was afebrile, and there was no 
notable inguinal lymphadenopathy. 


Laboratory Findings 


Pertinent laboratory studies on admis- 
sion showed a hematocrit reading of 34%, 
and leukocyte count of 16,800/cu mm with 
a differential cell count of 11% band cells, 
80% neutrophils, 5% lymphocytes, and 3% 
monocytes. The erythrocyte sedimentation 
rate was 75 mm/hr, and the reticulocyte 
count was 1.5%. The protein electrophoresis 
showed a broad increase in the gamma 
fraction, L68 gm/100 ml (normal, 0.5 to 
12 gm/100 ml) Immunocelectrophoresis 
showed the following values: IgA, 240 mg/ 
100 ml (normal, 60 to 297 mg/100 ml); IgG, 
1,490 mg7100 ml (normal, 635 to 1,400 mg/ 


. 100 ml); and IgM, 265 mg/100 ml (normal, 


41 to 248 mg/100 ml). 

Roentgenograms of the chest and pelvis 
were normal. Skin tests with intermediate 
purified protein derivative, Trichophyton, 
Candida, and Streptokinase-streptodor- 
nase gave negative findings. 


Diagnosis, Treatment, and Progress 


Both thigh lesions were partially excised 
and drained (Fig 1) No granules were 
observed at the time of surgery. Histologi- 
cally, there was a dense infiltrate com- 
posed of lymphocytes, histiocytes, plasma | 
cells, polymorphonuclear leukocytes, and 
an occasional multinucleated giant cell in 
the dermis and subcutaneous tissue. There 
was moderate extravasation of red blood 
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Fig 1.—Bilateral thigh lesions following partial excision and 


drainage. 


cells, possibly resulting from the surgical 
procedures. Within the inflammatory infil- 
trate, there were several lobulated gran- 
ules (Fig 2) that stained basophilie with 
hematoxylin-eosin. There were no branch- 
ing or club-shaped filaments at the periph- 
ery suggestive of hyphae. Brown and 
Hobbs tissue Gram stain demonstrated 
that the center of these granules was 
packed with Gram-negative rods. Acid-fast 
and Gomori methenamine silver stains 
gave negative findings. 

Pure colonies of P aeruginosa that were 
sensitive to gentamicin, carbenicillin, and 
oxytetracycline grew from cultures from 
the biopsy specimen. Cultures for fungi, 
acid-fast bacilli, actinomyces, and anaer- 
obic bacteria were negative. 

In addition to incision and drainage of 
the lesions, the patient was treated with 
warm sitz baths and intravenously admin- 
istered carbenicillin, 5 gm every four hours, 
with blood levels in excess of the minimal 
inhibitory concentration and minimal bac- 
tericidal concentration (32ug/ml) for car- 
benicillin in vitro. After three weeks of 
therapy with carbenicillin, both lesions 
appeared to be resolving. The carbenicillin 
therapy was stopped, and the patient 
began receiving 750 mg of orally adminis- 
tered oxytetracycline four times a day. One 
week later, the lesion on the left thigh 
enlarged and was again incised. The 
patient again began receiving carbenicil- 
lin, and the lesion gradually improved 
during a period of three weeks. At this 
time, he was discharged on an orally 
administered regimen of oxytetracycline, 
750 mg four times daily. His hospital 
course was complicated by the develop- 
ment of herpes zoster in the distribution of 
L-5, but the viral lesions healed sponta- 
neously within three weeks. 
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Fig 2.—Lobulated granule in dermis surrounded by polymorpho- 
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nuclear leukocytes and lymphocytes with extravasation of red 
blood cells (hematoxylin-eosin, original magnification x 300). 





Population 
T lymphocytes 





Quantitative Studies of Lymphocyte Populations* 


% Observed (Normal) 
74 (62 to 85) 


B lymphocytes 8 (3 to 16) 
Other lymphocytes 
(Fc receptors only) 31 (6 to 33) 








No. Observed 
(Normal)/1,200 Lymphocytes 


888 (744 to 1,020) 
96 (36to 192) . 







372 (72 to 396) 





"Other tests for mitogenic reactivity gave normal values for phytohemagglutinin, concanavalin A, . 
and pokeweed mitogen; no serum inhibitor was detected. sie e UNI 


Direct immunofluorescence studies were 
done on material taken from the lesion on 
the left thigh at the time of the second 
incision, but there was no evidence of 
immunoglobulin or complement deposition 
in the areas of granule formation. Special 
studies with the patient's lymphocytes 
were done and are listed in the Table. 
These studies were conducted to try to 
explain the observed impairment of de- 
layed hypersensitivity based on his nega- 
tive reaction to the battery of skin-test 
antigens. No abnormality in the various 
populations of lymphocytes or in lympho- 
cyte function was detected. The number of 
T lymphocytes (thymus dependent) and B 
lymphocytes (thymus independent) was 
normal. The patient also had a considerable 
number of lymphocytes with Fc receptors 
capable of binding serum IgG but without 
membrane-incorporated immunoglobulin. 
Whether these cells are activated T cells? or 
comprise a separate population is not 
known.’ Mitogenic reactivity was also 
normal. 


COMMENT 


Botryomycosis was first described 
by Bollinger in 1870 in a horse that 
had been improperly castrated. Four- 
teen years later, Rivolta described the 
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second case and noted the grape-like 


appearance of the granules in the 


tissue. He suspected that the granules 
were produced by fungi and thus 
combined "botryo," meaning grape- 
like, with "mycosis." In 1919 Magrou 
concluded that S aureus was the 
causative organism. He isolated S 
aureus- from the granules in his 
patient and reproduced the disease by 
injecting the bacteria into experi- 
mental animals. Since that time, the 
disorder has been shown to be 
produced in man and animals by other 
Gram-positive, as well as Gram-nega- 
tive, organisms, including P aerugino- 
sa.' MacKinnon et al experimentally 
produced Pseudomonas botryomycosis 
in guinea pigs in 1969.° The term 
“botryomycosis” persists despite evi- 
dence that the disorder is caused by 
bacteria. 

Winslow reviewed the literature in 
1959 and found 40 cases of botryomy- 
cosis, to which he added six of his own. 
He divided botryomycosis into two 
types, visceral and cutaneous.’ Viscer- 
al botryomycosis has a predilection for 
the lungs but may also involve the 


1569 











* d 
i 


"liver, kidney, prostate, tongue, or 
multiple organs. Of the nine cases 
involving only the lung, seven have 
been in patients with cystic fibrosis. 
. Pseudomonas was diagnosed as the 
 .eausative organism? in three of these 
. patients. The more common cutaneous 
-. botryomyeosis is characterized by 
-chronic suppurative lesions of the skin 
and subcutaneous tissue, but the 
lesions ‘may extend into bone and, 
occasionally, muscle. The tendency to 
form granules, usually a few microns 
to 2 mm in diameter, is the hallmark 
not only of this disorder but also of 
other granule-associated disorders 
such as maduromycosis, actinomyco- 
sis, and Nocardia mycetoma. The 
distinguishing differential features of 
botryomycosis include (1) positive tis- 
sue Gram stain of the granule; (2) 
positive bacterial culture; and (3) 
negative stains and cultures for 
^" organisms associated with the other 
. granule-producing ^ disorders. Al- 
though a tentative diagnosis of 
botryomycosis may be made by Gram 
Stain of the crushed granule, the diag- 
 nosis is seldom made preoperatively, 
and definitive diagnosis is based on 
histopathologic and culture findings. 
The pathogenesis for the production 
of the granule in botryomycosis is 
unknown. Trauma is probably impor- 
tant as the mechanism by which 
organisms are innoculated into the 
skin. This is reflected in the predomi- 
nant distribution in areas susceptible 
to injury, namely the hands, feet, 
head, and scrotum. Winslow reported 
the case of a patient with striking 
similarity to our patient’s, since both 
patients developed Pseudomonas 
botryomycosis following a prostatec- 
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tomy. Although surgery of the 
genitourinary tract appeared to be the 
initiating event, Winslow's patient 
developed visceral botryomycosis. 
Despite the fact that trauma may 
introduce the organism into the skin, 
it is not known why the bacteria form 
granules. There may be a combination 
of factors, namely (1) a critical innoe- 
ulum size and (2) an imbalance 
between virulence of the microorga- 
nisms and host resistance." The patho- 
genesis may be related in part to an 
abnormality of phagoeytosis of the 
bacteria, and studies of neutrophil and 
monoeyte phagocytosis would possibly 
have been helpful had they been avail- 
able. Winslow suggested the possi- 
bility that antigen-antibody com- 
plexes might be present in the 
granule,” but we were not able to 
demonstrate complexes by direct im- 
munofluorescence. 

The histologic findings suggest a 
formidable barrier to penetration of 
granules with antibiotics. Our patient 
required several prolonged courses of 
intravenously administered carbeni- 
cillin to control the process, despite 
partial surgical resection and drain- 
age of the lesions as well as consist- 
ent blood levels of carbenicillin that 
exceeded the minimal bactericidal 
concentration in vitro for Pseudomo- 
nas. But as in other processes in which 
the organisms are walled off by an 
inflammatory infiltrate, adequate 
length of therapy is vitally important. 
This emphasizes that the treatment of 
cutaneous botryomycosis, like antino- 
mycosis, involves a combination of 
surgery and antibiotics. Once the 
diagnosis has been established by 
identification and culture of granular 





material, partial surgical resection 
and drainage in addition to the appro- 
priate antibiotic therapy in adequate 
dosage is indicated. Antibiotics should 
be continued for several weeks after 
apparent resolution of the cutaneous 
lesions. The prognosis for cutaneous 
botryomyeosis is generally good. Ac- 
cording to some reports, botryomy- 
cosis is more common than the few 
case reports would indicate. Cer- 
tainly the disorder has been neglected 
in the dermatologic literature. 


This study was supported in part by a grant 
from the Gillette Co, Boston. 


Nonproprietary Names 
and Trademarks of Drugs 


Gentamicin sulfate—Garamycin. 
Cephalexin monohydrate— Keflex. 
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< © The treatment of psoriasis vulgaris in 
a 67-year-old woman was complicated by 
the presence of an acantholytic diathesis. 
The clinical and histologic evidence 
showed that the patient had an atypical 
phenotype of familial benign chronic 
pemphigus (FBCP) as well as psoriasis. 

Consideration of the possible effects of 
psoriasis and FBCP on each other may 
help explain some of the atypical features 
noted in this patient. 

(Arch Dermatol 112:1571-1574, 1976) 


Yamilial benign chronie pemphigus 
(FBCP) of Hailey and Hailey is 

an autosomal dominant acantholytic 
 genodermatosis that was first de- 
scribed in 1939; The disease classi- 
cally leads to the development of 
macerated, vesicular plaques in the 
axillae, groin, neck, and inframam- 
mary areas. Secondary impetiginiza- 


— '. tion is common, and infection plays a 


major role in the propagation of these 
lesions. The specific nature of the 
. defect that results from expression of 
the mutant gene is unknown, but it is 
apparent that the defect can lead to 
acantholysis and to the development 
of clinical lesions when the skin is 
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subjected to environmental stress. 

Although the lesions are localized, 
the underlying cellular defect is not, 
and one would expect that such a 
widespread epidermal disorder could 
influence the course of other epider- 
mal diseases and thatit could, in turn, 
be influenced by the coexistence of 
another cutaneous disorder. Such a 
situation appears to have occurred in 
the following ease of a woman with 
psoriasis vulgaris and an acantholytic 
diathesis. 


REPORT OF A CASE 


A 67-year-old woman was seen on May 3, 
1974, with a widespread papulosquamous 
disease that was considered to be general- 
ized psoriasis with both plaque and guttate 
lesions. She described a 30-year personal 
history of mild psoriasis, but denied any 
history of skin disease in her family. The 
family history did include diabetes mellitus 
and coronary artery disease. The psoriatic 
diathesis had first appeared on a leg after 
trauma; it soon involved the elbows and 
knees. The process remained mild and rela- 
tively asymptomatie until about six 
months before her initial visit at the Mayo 
Clinie, when she began to experience mul- 
tiple new lesions that gradually became 
generalized to involve the arms, legs, and 
trunk. She described these lesions as being 
very pruritic and, at times, painful, She 
had never had substantial arthritis or nail 
dystrophy. Although her skin disease was 
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somewhat inflammatory or erythrodermie, - 
it was thought to fall within the range of- 
typical manifestations of psoriasis, and no. . 
other diagnosis was then eonsidered. . . 

The woman was admitted to the inpa- ' 
tient service, where, because of the 
erythrodermie nature of the lesions, she 
was treated for several days with topical 
0.05% triamcinolone acetonide cream cov- 
ered with tepid wet dressings. This led to 


rapid improvement, and this therapy was ^ 


discontinued on the fourth hospital day. 
Treatment with 2% crude coal tar in petro- 
latum and ultraviolet light was then begun 
that, on two occasions, resulted in the 
development of multiple erythematous 
papules. Histologic examination of such a 
lesion on the left arm revealed multiple foci 


of acantholysis. The histologic picture was. _ 


that of FBCP. A second biopsy specimen 
from the right arm displayed essentially 
the same histologic features. 
Immunofluorescence studies of the skin 
showed no immunoglobulin or complement 
deposition, and the serum failed to demon- 
strate antiepithelial or antibasement mem- 
brane antibodies. The patient's reactions to 
minimal and delayed erythema doses of ul- 
traviolet light were normal, and results of 
all other laboratory studies were negative 
or within normal limits. The remainder of 
her hospital eourse was eharacterized by 
resolution of her psoriatie plaques and 
erythematous papules with wet dressings 
and topical triamcinolone acetonide cream: 
On June 1, when she was discharged, he 
skin was essentially clear of clinica 
lesions. 








On June 19, only 18 days after leaving 
the hospital, she returned with a wide- 
Spread pruritie, erythematous, papulosqua- 
mous eruption that consisted largely of 
discrete and confluent guttate lesions. 
Once again, there was substantial improve- 
ment after several days of topical treat- 
ment with triamcinolone acetonide cream 
and wet dressings. Spontaneous flares 
occurred when the wet dressings were 
discontinued. Repeat histologic examina- 
tion of a lesion from the right arm again 
demonstrated features typical of FBCP. 
Results of repeat direct and indirect immu- 
nofluorescence studies were again nega- 


' tive. Treatment with dapsone (Avlosulfon) 


was started, and after a dosage of 50 mg 
four times a day had been reached, her skin 
was much improved. Because of this 
improvement, she was discharged shortly 
thereafter on a regimen of 50 mg of 
dapsone four times a day; she discontinued 
this after one month. 

The patient returned in May 1975 with 
severe pruritus. She had typical psoriatic 
plaques on the extremities and buttocks 
and many smaller guttate lesions on the 
trunk and extremities (Fig 1 and 2). She 
also displayed many excoriations. There 
was mild ungual pitting, but no other 
dystrophic nail changes were evident. In 
addition, there was a moist, violaceous, 
somewhat macerated, slightly scaly lesion 
in the left axilla (Fig 3) in which one small 
vesiele could be discerned. This axillary 
lesion had been present approximately two 
months. Clinically, it was compatible with a 
mild manifestation of the classic form of 
FBCP. The patient stated that she had not 
previously experienced similar lesions of 
the axilla, and she denied personal history 
of cutaneous lesions of the neck, groin, or 
inframammary areas. 

Although the patient had previously 
denied any family history of skin disease, 
she now recalled that her mother had peri- 
odically experienced a moist eruption of 
the neck. She remembered that her mother 
had applied a white drying lotion to the 
neck lesion from time to time and that this 
treatment was of only temporary benefit 
and did not alter the indolent and recur- 
rent nature of the process. She did not 
know whether her mother had had similar 
lesions of the axillae or groin. She was not 
aware of any similar skin disease in any 
other family member. 

Skin biopsies were performed on typical 
psoriatie plaques on the right leg and left 
forearm, a small vesicle in the left axillary 
region, two papular lesions of the back, and 
normal skin of the posterior region of the 
neck. Every section of every biopsy spec- 
imen showed foci of acantholysis entirely 
consistent with FBCP. 
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Fig 1.—Typical plaque and guttate lesions 
of psoriasis. 


Treatment consisted of the topical appli- 
cation of a 1:1 mixture of 1% crude coal tar 
in Lassar’s base and 0.05% triamcinolone 
acetonide in a base consisting of 80% cream 
and 20% petrolatum. This resulted in 
nearly complete resolution of the patient’s 
lesions in six days. 


HISTOLOGIC FINDINGS 


Histologic examinations were per- 
formed on a total of nine skin spec- 
imens from this patient. Every section 
that was examined from each biopsy 
specimen revealed acantholysis. 

Figure 4 shows typical features of 
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Fig 2.—Classic thick psoriatic plaque over 
left elbow and additional widespread 
psoriatic lesions. 


Fig 3.—Moist, violaceous, somewhat mac- 
erated, slightly scaly lesion in left axilla. 
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Fig 4.—Typical features of FBCP in ultraviolet-light-induced 


papular lesion from right forearm (hematoxylin-eosin, original 
magnification x 64). 


Fig 6.—Typical acantholytic picture of FBCP in normal, non- 
abraded skin (hematoxylin-eosin, original magnification x 100). 
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Fig 5.—Coexistence of histologic features of psoriasis and FBCP 
(hematoxylin-eosin, original magnification x 40). 


Fig 7.—Acantholytic intraepidermal clefts noted in biopsy spec- 
imen from small vesicle in left axilla (hematoxylin-eosin, original 
magnification x 64). 





FBCP in an ultraviolet-light-induced 
papular lesion from the right forearm. 
There was substantial acantholysis 
with preservation of an intact basal 
layer and essentially no dyskeratosis. 
In addition, acanthosis and parakera- 
tosis were present. 

Histologic examination of a spec- 
imen obtained from a thick psoriatic 
plaque on the left leg (Fig 5) showed 
typical features of both psoriasis and 
FBCP. There was dilation of the 
vascular spaces in several of the 
dermal papillae, hyperkeratosis, para- 
keratosis, elongation of dermal papil- 
lae, downward proliferation of rete 
ridges, a lymphocytic infiltrate in the 
papillary dermis, and a rather large 
focus of suprabasilar acantholysis. 

The specimen from the posterior 
region of the neck (Fig 6) was 
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obtained from an area of clinically 
normal skin. It showed widespread 
intraepidermal acantholysis. 
Histologic examination of a small 
vesicle in the left axillary lesion (Fig 
7) showed a broad acantholytic intra- 
epidermal cleft. Isolated stellate kera- 
tinocytes were seen within this cleft. 
Several dermal papillae projected into 
the cleft, and these were uniformly 
covered with an intact row of basal 
keratinocytes. Acantholytic disrup- 
tion began immediately above this 
intact row of basal cells. In other areas 
between and adjacent to these dermal 
papillae, there was some early regen- 
eration of an intact layer of spinous 
cells. The roof of this acantholytic 
cleft consisted of an intact spinous cell 
layer that, in turn, formed the floor of 
a second intraepidermal cleft. That 
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the epidermis responded to the acan- 
tholytic stimulus was apparent on 
study of the suprabasilar cleft, in 


which regeneration of an_ intact 
spinous layer from below was noted. 
Other noteworthy features of this 
biopsy specimen were the hyperkera- 
tosis and the lack of dyskeratosis. 


COMMENT 


We propose that this patient had 
psoriasis vulgaris and an acantholytic 
diathesis that probably was FBCP of 
Hailey and Hailey. Certain features of 
the case were noteworthy, however. 
Although the clinical manifestation 
was that of psoriasis with rather thick 
plaques in certain areas, the histologic 
features of these thick plaques were, 
in most sections, suggestive but not 
diagnostic of psoriasis. Figure 5 
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depicts enough features of psoriasis to 
make the histologic diagnosis of psori- 
asis acceptable. The majority of the 
many sections that were examined, 
however, showed considerably less 
elongation of rete ridges and dermal 
papillae than is seen in Fig 5, and 
many failed to demonstrate parakera- 
s. All of these sections were 
obtained from thick plaques. For this 
reason we wondered whether this pa- 
tient had psoriasiform Hailey and 
Hailey; disease rather than coexisting 
psoriasis vulgaris and Hailey and 


"5r. Hailey disease. 


Lyles and associates, in their 


. discussion of atypical characteristics 
. of FBCP, deseribed a papular variant 
localized to the vulva, a verrucous 


hyperkeratotie variant on the lower 
part of the legs, a pustular variant, a 
form resembling disseminated neu- 


^. rodermatitis, and lesions suggestive 
—- of tinea eorporis and monilial inter- 


trigo. A psoriasiform variant of FBCP 
has not been described. 

The long history of classic psoriatic 
plaques of the knees and elbows, the 
onset of psoriasis following trauma, 
the pitting of the nails, and the 
psoriatic histologic pieture (Fig 5) 
indieated that this patient had both 
psoriasis vulgaris and a separate acan- 
tholytie disorder. 

The coexistence of psoriasis and 
FBCP was reported in 1966 by 
Morales and associates. They de- 
seribed a 48-year-old man with a 25- 
year history of psoriasis, responsive to 
periodie Goeckerman treatment, who 
also had typical erosive lesions of 
FBCP in the groin, neck, and left 
axilla. In 1967, Fisher and associates" 
described a 47-year-old man with a 23- 
year history of psoriasis and a 12-year 
history of FBCP that involved the 
neck. They provided histologic verifi- 
cation of the coexistence of the two 
diseases and also demonstrated acan- 
tholytic changes in normal skin, which 
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they abraded before the biopsy. The 
acantholysis noted in the normal skin 
of our patient (Fig 6) was not induced 
by abrasion; the skin was not even 
rubbed by an alcohol swab before the 
biopsy. We could only eonclude that, in 
our patient, certain areas of clinically 
normal skin demonstrated a certain 
"baseline level" of acantholysis. 

Another unusual feature of this 
case was that although all nine spec- 
imens of skin demonstrated acanthol- 
ysis microscopically, no lesions clini- 
cally suggestive of Hailey and Hailey 
disease developed until the age of 67. 
This is much later than the usual age 
at onset of this disease. In a 1962 
review of 23 patients with FBCP, 
Palmer and Perry? reported that the 
disease usually began between the 
ages of 15 and 25. This was so in 14 of 
their 23 patients. No patient experi- 
enced the disease before puberty, only 
2 of 23 had the onset after age 40, and 
none had the onset after age 54. Thus, 
it was atypieal for the first clinieal 
manifestations of this disease to 
appear at age 67. 

As outlined previously, the histo- 
logie changes noted in all sections 
were highly compatible with the diag- 
nosis of FBCP. The clinical findings 
and normal results of immunofluores- 
cence studies ruled out a diagnosis of 
pemphigus. The complete absence of 
Darier-like papules and follicular ker- 
atosis and the lack of dyskeratosis 
made a diagnosis of keratosis follicu- 
laris untenable. The history of the 
recurrent moist neck lesion on her 
mother’s otherwise constantly covered 
body was interesting and provided 
some inferential support for the diag- 
nosis of FBCP. 

Consideration of the possible ef- 
fects of psoriasis and FBCP on each 
other may help explain some of the 
atypieal features noted in our patient. 
Psoriasis and FBCP have in common 
the fact that each process probably 


affects all or most keratinocytes, even 
in clinically normal areas, Thus, each 
disease has the potential to modify the 
expression of the other. As described 
above, the histologic features of most 
sections of the thick untreated pso- 
riatic plaques were unexpectedly min- 
imal. Perhaps the effect of FBCP on 
the epidermis causes the histologic. 
features of psoriasis to be less devel- 
oped than they would be in otherwise 
normal epidermis. Thus, epidermis 
that earries the gene for FBCP may 
be unable to support extensive down- 
ward proliferation of rete ridges. 
Conversely, psoriatic epidermis, even 
when clinically normal, overprolifer- 
ates in response to injury, and it is 
possible that this patient's psoriatie 
diathesis may have been responsible 
for preventing the appearance of clin- 
ical lesions of FBCP until age 67. 

The coexistence of these two epider- 
mal diseases also forced us to modify 
the treatment of this patient's psoria- 
sis. Familial benign chronic pemphi- 
gus is known to be exacerbated by 
ultraviolet light." The development of 
papular acantholytic lesions in our 
patient in response to the Goeck- 
erman treatment is an example of 
such exacerbation. 
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Disseminated Granuloma Faciale 


Louis J. Rusin, MD; Howard V. Dubin, MD; William B. Taylor, MD 


e Granuloma faciale is a well-defined 
entity that almost exclusively involves the 
face, although it has been reported in 
extrafacial locations. The infrequent re- 
ports of extrafacial lesions may reflect the 
inconspicuous nature of extrafacial le- 
sions or a failure to specifically examine 
the patient for such lesions. 

(Arch Dermatol 112:1575-1577, 1976) 


he first reported case of verified 

granuloma faciale appears to be 
that of Wigley in 1945.' In 1950 facial 
granuloma with eosinophilia, or gran- 
uloma faciale, was defined by Lever 
and Leeper? and Cobane et al’ as a 
distinct entity based on a specific 
combination of histopathologic find- 
ings. This distinction separated gran- 
uloma faciale from eosinophilic granu- 
loma of the histiocytosis X group with 
which it had been previously con- 
fused." 

The histologic characteristies of 
granuloma faciale include a polymor- 
phous cellular dermal infiltrate that is 
separated from the epidermis and 
epidermal appendages by a narrow 
grenz zone. In smaller lesions the 
cellular infiltrate is limited chiefly to 
perivascular sites, whereas in larger 
lesions it is more diffuse but more 
concentrated about the blood vessels. 
This infiltrate consists of polymorpho- 
nuclear leukocytes, eosinophils, lym- 
phocytes, histiocytes, mast cells, plas- 
ma cells, and fibrocytes. Capillaries 
and small venules in the upper part of 
the dermis are frequently dilated, 
with swelling of the endothelial cells. 
Focal perivascular hemorrhage with 
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hemosiderin deposition is common, 
and oftentimes leukocytoclasis and 
deposition of acidophilic material 
around the blood vessels occurs. ^^ 

In addition, granuloma faciale pos- 
sesses clinical characteristics that are 
also distinctive. It typically is seen as 
a soft, brown or erythematous plaque, 
nodule, or macule limited almost 
exclusively to the face. The lesions 
may be solitary or multiple (rarely 
more than five), vary in size from a 
few millimeters to several centime- 
ters, possess a distinct border, and 
seldom ulcerate or crust. However, 
they have been clinically confused 
with sarcoidosis, discoid lupus erythe- 
matosus, mycosis fungoides, benign 
lymphocytic infiltrate of Jessner, 
polymorphous light eruption, lympho- 
ma, fixed drug eruption, pigmented 
nevus, and granuloma annulare. 

The following cases illustrate the 
typical clinical and histologic manifes- 
tations of granuloma faciale with 
subsequent dissemination to extrafa- 
cial sites. 


REPORT OF CASES 


Case 1.—A 44-year-old man was referred 
to the University of Michigan Department 
of Dermatology with a one-year history of 
a lesion on the left side of his face (Fig 1). 
This had slowly progressed in size and was 
initially seen as a 3- x 1.5-em, soft, brown 
plaque. A biopsy specimen was obtained 
that showed a very dense polymorphous 
infiltrate composed of eosinophils, poly- 
morphonuclear leukocytes, lymphocytes, 
histiocytes, and occasional mast cells occu- 
pying the upper three fourths of the 
dermis. The infiltrate was more con- 
centrated about the blood vessels, 
which were dilated (Fig 2). In addition, 
some focal hemorrhage with hemosiderin 
deposition was observed and verified with 
iron stains. 

The patient was treated with three 10 
mg/ml intralesional triamcinolone aceto- 
nide injections. Some resolution of the 
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plaque occurred, but slow peripheral exten- 
sion continued despite treatment; 
One year following the initial visit, the 


patient noted the development eight 0.5- to. - 
l-em, soft, red-brown plaques on the ^ 


middle and upper parts of his back, his ' 


shoulders, and his chest (Fig 3). A biopsy > 


specimen from a lesion on the back showed. 
a dense polymorphous perivascular infil- - 
trate that extended to the subcutaneous 
tissue. The epidermis and eccrine sweat 
units remained uninvolved and separated 
from the infiltrate by a grenz zone. As in 
the facial biopsy specimen, the vessel walls 
displayed some endothelial swelling, necro- 
sis, and focal hemorrhage (Fig 4). 

The patient's new lesions of granuloma 
faciale have been treated with intrale- 
sional corticosteroid injections (10 mg/ml) 
with some resolution of the plaques at the 
injected sites. 

Case 2.-A 50-year-old woman was 
referred to the University of Michigan 
Department of Dermatology with a ten- 
year history of multiple 8mm to 2-cm, 
painless, red-brown, soft plaques on her 
face. A biopsy specimen of an early facial 
lesion had confirmed the diagnosis of gran- 
uloma faciale. The biopsy specimen dis- 
closed a dense polymorphous infiltrate 
containing many eosinophils occupying the 
upper part of the dermis. The infiltrate 
was more intense about the blood vessels. 
Focal hemosiderin deposition was ob- 
served. 

Nine years following the onset of the 
facial lesions, the patient noted the devel- 
opment of two 2-cm, red-brown nodules on 
the upper part of the back (Fig 5). She 


Fig 1.—Large raised plaque on left side of 
face (case 1). 
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Fig 2.—Concentrated infiltrate around facial vessel with evidence 
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m of leukocytoclasis and focal hemosiderosis (case 1) (hematoxy- 


. .lin-eosin, original magnification x 400). 


Fig 4.—Polymorphous infiltrate containing eosinophils, mast cells, histiocytes, and 
«lymphocytes surrounding dermal vessel, with grenz zone separating eccrine duct from 
“infiltrate (case 1) (hematoxylin-eosin, original magnification x 400). 
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Fig 3.—Four raised, brown, soft plaques from right upper part of 
back (case 1). 


Fig 5.—Two raised, red-brown, 2-cm, soft 
nodules on upper part of back. Lesion on 
right is at periphery of previously treated 
nodule (case 2). 
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ascribed a burning quality to the lesions 
and associated them with sunlight expo- 
sure. A biopsy specimen of the lesions (Fig. 
6) on two separate occasions revealed a 
dense, polymorphous, perivascular infil- 
trate containing many eosinophils that 
extended to the subcutaneous tissue. The 
adenexal structures remained uninvolved. 
Evidence of endothelial swelling and necro- 
sis of the vessel walls was present, and 
focal hemosiderosis was noted. Direct 
immunofluorescence examination of one 
lesion with fluorescein isothiocyanate- 
conjugated anti-IgG, -IgA, -IgM, -C3, and 
-C4 gave negative findings. 

The patient’s new and previous lesions 
have been treated with 5 mg/ml intrale- 
sionally injected triamcinolone acetonide 
with good resolution of the plaques and 
nodules. However, new lesions have contin- 
ued to develop on both the face and the 
back. 


COMMENT 


Granuloma faciale is an uncommon 
entity that occurs almost exclusively 
on the face. Even so, it has been 
reported in extrafacial locations in 
five patients." "' 

Although no specific cause for gran- 
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Fig 6.—Biopsy specimen from back of patient 2. Dense polymorphous perivascular 
infiltrate (hematoxylin-eosin, original magnification x 200). 


uloma faciale has been elucidated, 
Johnson et al: have speculated that 
the basic pathologic process is an 
antigen-antibody or hypersensitivity 
reaction, with the small blood vessels 
and perivascular tissue in the upper 
part of the corium of the face being 
the "shock" tissues. Since the histo- 
pathologic picture frequently shows a 
leukocytoclastic vasculitis, it is also 
, possible that granuloma faciale may 
be a naturally oecurring Arthus reac- 
tion.^'* Although direct immuno- 
fluorescence of the lesion from patient 
2 did not demonstrate the deposition 
of immunoglobins or complement, this 
most probably reflects the time of 
biopsy of the lesion. Deposition of 
immunoglobulins and complement is 
most likely to be found in the early 
lesions of vasculitis. Support for this 
concept is derived from the studies of 
Cream et al, who have demonstrated 
the removal of immune complexes 
from the cutaneous vessels of guinea 
pigs within the 18 hours in which the 
Arthus reaction was induced. The 
lesion from patient 2 had been present 
for five days prior to biopsy. Previous 
direct immunofluorescence studies of 
lesions of granuloma faciale per- 
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formed by Schroeter et al" have 
demonstrated IgG, IgM, IgA, and 
complement that appear in the subepi- 
dermal basement zone as a thick band 
and around the capillaries of the upper 
part of the dermis in a reticulated 
pattern. 

To date, no satisfactory treatment 
of granuloma faciale exists. Many 
methods, including wide surgical exci- 
sion, intralesional corticosteroid in- 
jections," dermabrasion," cryothera- 
py," x-ray treatment,’ electrodesicca- 
tion,’ gold injection,’ cortisone, chloro- 
quine, isoniazid, and potassium arse- 
nite, have been tried, but none has 
provided consistently good results. It 
has recently been reported that a 
patient treated with 25 mg of dapsone 
daily had complete involution of a 
facial lesion of granuloma faciale 
within one year of initiating thera- 
py." However, this may represent a 
fortuitous event, since the sponta- 
neous resolution of lesions has been 
noted.* 

In summary, it is noted that granu- 
loma faciale possesses distinct clinical 
and histologic characteristics that dif- 
ferentiate it from entities such as 
eosinophilic granuloma of the histio- 
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cytosis X group and erythema T ; 


tum diutimum. Although it usually 
appears on the face, it has been 
reported in extrafacial locations. The 
innoeuous nature of the extrafacial 


lesions may allow them to go unno-- 


ticed by the clinician unless the 
patient is specifically examined for 
disseminated disease. At this time, 
there is no satisfactory treatment of 
granuloma faciale. 


References 


(re s 


l. Wigley JE: Sarcoid of Boeck: Eosinophili¢ . T 


granuloma. Br J Dermatol 57:68-69, 1945... 


2. Lever WF, Leeper RW: Eosinophilic granu- P 


loma of skin. Arch Dermatol 62:85-96, 1950. ` 


3. Cobane JH, Straith CL, Pinkus H: Facial . 
granulomas with eosinophilia. Arch Dermatol % 


61:442-454, 1950. 


4. Peck S, Palitz LL, Reiner E: Facial granu-. 
loma with eosinophilia (granuloma faciale). Arch =: 


Dermatol 65:216-223, 1952. 

5. Graham JH, Johnson WC, Helwig EB: 
Dermal Pathology. New York, Harper & Row 
Publishers, 1972, pp 429-432. 

6. Lever WF: Histopathology of the Skin. Phil- 
adelphia, JB Lippincott Co, 1975, pp 166-167. 

7. Johnson WC, Higdon RS, Helwig EB: Gran- 
uloma faciale. Arch Dermatol 79:42-52, 1959. 

8. Pedace FJ, Perry HO: Granuloma faciale. 
Arch Dermatol 94:387-395, 1966. 

9. Okun MR, Bauman L, Minor D: Granuloma 
faciale with lesions on the face and hand. Arch 
Dermatol 92:78-80, 1965. 

10. Lever WF, Lane CG, Downing JG, et al: 
Eosinophilic granuloma of the skin. Arch Derma- 
tol 58:430-438. 

11. Ikeda T, Watanabe S, Hayakawa M: Gran- 
uloma faciale as an entity localized in the face— 
typical cases, case affecting the limbs, and the 
therapeutic effects of tanderil. Acta Dermatol 
63:133-143, 1968. 

12. Cochrane CG, Weigle WO: The cutaneous 
reaction to soluble antigen-antibody complexes. 
J Exptl Med 108:591-604, 1958. 

13. Stringa SG, Bianchi C, Casala M, et al: 
Allergic vasculitis: Gougerot-Ruiter syndrome. 
Arch Dermatol 95:23-27, 1967. 

14. Cream JJ, Bryceson ADM, Ryder G: Disap- 
pearance of immunoglobulin and complement 
from the Arthus reaction and its relevance to 
studies of vasculitis in man. Br J Dermatol 
84:106-109, 1971. 

15. Schroeter AL, Copeman PWM, Jordon RE, 
et al: Immunofluorescence of cutaneous vasculitis 
associated with systemic disease. Arch Dermatol 
104:254-259, 1971. 

16. Arundell FD, Burdick KH: Granuloma 
faciale treated with intradermal dexamethasone 
(Deromil). Arch Dermatol 82:431, 1960. 

l7. Bergfeld WF, Scholes HT, Roenigk HH: 
Granuloma faciale—treatment by dermabrasion. 
Cleve Clin Q 31:215-211, 1970. 

18. Franks AG, Gordon BI: Diagnosis: Facial 
granuloma with eosinophils. Arch Dermatol 
82:1019-1020, 1960. 

19. Anderson CR: Dapsone 
faciale. Lancet 1:642, 1975. 


in granuloma 


1577 


1578 * 


"Doctor, with 
my delicate skin... 
what kind of soap 
should I use?” æ 





Pure mild Ivory is one of the salest 





possible soaps you can recommend for 
delicate skin. More doctors recommend 


Ivory than any other soap. 


[t makes sense. 
Ivorys absence of many extra 
ingredients helps minimize 
chances of irritation. 

Thirty-eight years 
of laboratory testing — 
including patch tests and arm 


Ivory may safely be 
used as an adjunct to treatment 
of scabies, seborrhea and 


immersionexperiments— impetigo. 

confirm that Ivory is one ES 

of the mildest least irritating a SS ". 
soaps you can recommend. "d 


And 89 years of 
safe consumer use support 
this clinical experience. 





Now for dry skin, a new physiologic treatment 
, to restore extensibility by replenishing 

' moisture in the stratum corneum and holding it 
in even after prolonged immersion in water. 


Two superior moisture-binding humectants 
never previously available in an ethical lotion: 


Sodium PCA (pyrrolidone carboxylate): proven TE NW 
superior to the most commonly-used humectants | 

in water-holding capability and restoration of * l lactil/are 
extensibility.' eS 


Lactic acid: not only a superior humectant, lactic — new 


acid also has the unique ability to be adsorbed 
onto cells of the stratum corneüm and retained ' L ct | 
there even after prolonged immersion in water, ea É are 


where the effects of otherhumectants may be lost rb 





mula restores Mreéctante which s CL 
rally in normal healthy skin. "3 


Prolonged protection that won't easi y 
away: Unlike most humectants which e: : 
dsort SC 
onto the cells of the stratum corne um a ' 
remains there to improve their water-re 


tion ability, even after extended im Mo te 
in water. 


LactiCare 


Lotion 


A genúine breakthrough 
in the management 
of dry skin. 


Better moisture binding ability. Greater 
economy: LactiCare is a highly concentrated 
lotion with a pleasant, thick creamy consist- 


. I ency. It should be used sparingly and less 
, Often than ordinary lotions. Even all-over 


body use costs only pennies a day. 


Formula: Lactic Acid USP 5.0% 

Na-PCA 2.5% 
in an oil-in-water lotion base containing: purified water, 
mineral oil, isopropyl palmitate, coceth-6, sodium hydroxide. glyc- 
eryl stearate, myristyl lactate, cetyl alcohol, carbomer-940. imida- 
zolidinyl urea, fragrance, dehydroacetic acid. 


Please see LactiCare* File Card for full prescribing information. 


Logical dermatologicals since 1847 


GT, Stiefel Laboratories, Inc. 
IEFEL Oak Hill, New York 12460 


For Professional Samples, 
please write: 


1. Middleton, J.D.: Development of a skin cream designed to reduce 
dry and flaky skin J. Soc. Cosm. Chem., 25, 519, 1974 
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The General Principles of Blood Transfusion 


is the guide for physicians who must order 
blood and blood components for their patients. 
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Published by the American Medical Asso- 
ciation, this 1973 Edition is completely 
revised and updated, bringing the practi- 
tioner the best of informed opinion and 
experience in the field. 


To order your copy ($2 ea.) of the guide, 
OP-267, write: Order Department, American 
Medical Association, 535 N. Dearborn St., 
Chicago, Ill. 60610. 


NEW! Vibration-free 
LabTable/BenchTop for 
ultra-sensitive 
equipment. 


e Floats on air, stays level — 2 
automatically with changing __ 
loads. : . 

e Most building vibrations re- — 
duced by at least 95%. 

e Operates on compressed air. 

e Supports 0 to 800 Ibs. (363 
kg) at 30-80 p.s.i. (2.1-5.6 
kg/cm?). 

e Low cost, no maintenance. 

e Mechanically fail-safe. 


This MICRO-g™ system provides a stable and vibration- 
free surface for ultra-sensitive equipment, i.e., microscopes, 
microtomes, mask-alignment tools, wire-bonders, etc. Used 
for inspection, testing, assembly and quality control. Opera- 
tors work better and faster. Guaranteed performance. 


6 configurations, each in 3 sizes. Special sizes, too. The: ^: 


frame and surface-plate can be purchased separately for use 
as equally efficient bench-tops. Write or call for new Bulle- * 
tin M today. Price range: $910. to $1265. 


This vibration-isolation frame is the heart 
of every MICRO-g system. 


Load-carrying. 


piston (4) Servo regulator (3) 


Unretouched oscillograph 
shows isolation efficiency. 


BACKER-LORING CORPORATION 


65 WALNUT STREET, PEABODY, MASS, 01960 * 617-531-3600 























Self -correct- 
ing needle 
finds posi- 
tion, depth 
of follicle 
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ELECTROLYSIS FOR 
PERMANENT HAIR REMOVAL 


Clinical study (copy on request) proves safety and efficacy of laity self-use electrolysis. Study shows chin and 
even axilla can be self-treated effectively through use of mirror. This permanent hair remover features the only 
patented self-correcting needle in existence. Battery operated instrument sterilizes itself when current flows. No- 
puncture safety feature also helps prevent infection. 








Thousands of units sold to physicians for such varied application as removal of inverted eyelashes to cosmetic 
use. 
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1935 Armacost Ave 
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O Invoice after 30 days 
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Malignant Atrophic Papulosis of Degos 


Report of a Patient Who Failed to Respond to Fibrinolytic Therapy 


| Susan M. Howsden, MD; Steven J. Hodge, MD; James H. Herndon, MD; Robert G. Freeman, MD 








. © A 21-year-old woman with eventually 


: tatal malignant atrophic papulosis (Degos 





disease) was treated primarily with the 
fibrinolytic agents phenformin hydrochlo- 
ride and ethylestrenol. In spite of therapy, 


. primarily central nervous system manifes- 





tations led to the patient's death. | 
(Arch Dermatol 112:1582-1588, 1976) 


Mint atrophic papulosis of 
Degos is a rare, devastating, 
systemic, vaso-occlusive disorder of 
unknown cause. The usual initial sign 
of the disease is a unique and pathog- 
nomonie cutaneous lesion that, if 
recognized, allows reliable prediction 
of an ultimately and often rapidly 
fatal course. A large number of thera- 
peutie approaches have failed to alter 
this inexorable course, and the major- 
ity of patients die within a year of 
onset of the disease.' 

The pathogenesis of the widespread 
vascular lesions characteristic of this 
disorder is not clear. However, recent 
Work by Black et al suggested that a 
decrease in fibrinolytic activity in the 
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area of affected vessels might be 
important. Although several differ- 
ent drugs are currently being used to 
increase fibrinolytic activity in a 
variety of vascular disorders, there is 
no report describing the use of such 
agents in Degos disease. This paper 
presents the case of a patient with 
classic malignant atrophic papulosis in 
whom a variety of fibrinolytic agents 
were used and in whom these agents 
failed to prevent a rapidly fatal 
outcome. The rationale for the use of 
fibrinolytic therapy and possible rea- 
sons for its failure are discussed. 


REPORT OF A CASE 


A 21-year-old white mother of two chil- 
dren felt entirely well when in 1969 she 
noted the eruption of asymptomatic pink 
papules on the proximal portions of her 
arms and legs. During the ensuing months, 
new crops of papules appeared on her trunk 
and extremities, and some of the initial 
lesions became umbilicated. 

In January 1972, the patient experienced 
sudden, severe epigastrie pain. Following 
this episode, she continued to have inter- 
mittent, mild abdominal pain that she asso- 
ciated with ingestion of fatty food. In May 
1972, she noted headaches in the right 
occipital area, tearing of her left eye, and 
drooping of the left eyelid without a 
change in vision. Results of neurologie 
tests, including a series of roentgenograms 
of the skull and carotid arteriograms, were 
interpreted as normal. 

In December 1972, the patient consulted 
a dermatologist who diagnosed her. cuta- 


neous eruption as acute parapsoriasis 
(pityriasis lichenoides et varioliformis acu- 
ta), and, following an intramuseular injec- 
tion of triameinolone acetonide, many of 
the erythematous papules rapidly devel- 
oped white centers for the first time, facil- 
itating the recognition and diagnosis of 
Degos malignant atrophic papulosis. 

On Jan 18, 1973, the onset of constant, 
severe abdominal pain with chills, nausea, 
and vomiting led to the patient's first 
admission to the hospital. Prior to admis- 
sion, the patient had noted three episodes 
of transient (five to ten minutes each) 
numbness in the left foot and hand and left 
side of the face. Physical findings included 
ptosis of the left eyelid, generalized 
abdominal guarding with decreased bowel 
sounds, and the skin eruption. Blood pres- 
sure was 130/100 mm Hg; pulse, 100 beats 
per minute; and temperature, 383 C. 
Numerous (50 to 75) papules were scattered 
over the entire cutaneous surface with the 
exception of the scalp, faee, and soles. 
There were no oral or conjunetival lesions. 
The appearance of individual papules 
seemed to vary with age (Fig 1 and 2). 
New-appearing lesions measured 4 to 6 mm 
and had a raised, pink, telangiectatie 
border and a depressed, porcelain-white 
center with or without a covering of a thin, 
white scale. A few lesions had resolved, 
leaving a barely discernible sear (Fig 1 and 
2). | 

Results of the following laboratory 
determinations were negative or normal: 
hemoglobin level; hematoerit reading; red 
blood cell indexes; reticulocyte count; 


platelet count; urinalysis; urine culture; | 


stool guaiac concentration; blood chemistry 
studies using an automated multiple anal- 
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Fig 2.—Degos disease. Various stages of 
lesion development from tiny erythema- 


hours. After three days she felt well, her 
WBC count was normal, and she was 


glucose and urea nitrogen, and serum 
calcium, sodium, potassium, bicarbonate, 
bilirubin, alkaline phosphatase, glutamic 
oxaloacetic transaminase, creatinine, total 
protein, and albumin); serum amylase 
level; prothrombin, partial thromboplastin, 
and thrombin times; fibrin split products; 
eryoglobulin level; and antinuclear anti- 
body determination. 

The serum protein electrophoresis 
showed the following values: total protein, 
1.10 gm/100 ml; albumin, 3.71 gm/100 ml 
(slight decrease); a,-globulin, 0.82 gm/100 
ml; a globulin, 0.95 gm/100 ml (slight 
increase); B-globulin, 0.74 gm/100 ml; and 
y-globulin, 1.38 gm/100 ml. The fibrinogen 
level was 640 mg/ml (normal, 240 mg/ml), 
and cryofibrinogen was present. The 
erythrocyte sedimentation rate was 41 ml/ 
hr. Following admission, an initial white 
blood cell count (WBC) of 14,300/cu mm fell 
to 6,300/cu mm. The electrocardiogram and 
roentgenograms of the chest and abdomen 
were normal. An electroencephalogram 
(EEG) showed a focus of rhythmic activity 
in the right frontal region, which was 
suggestive of a neoplastic or vascular 
lesion of recent onset. 

The patient received intravenously ad- 
ministered fluids, analgesics (pentazocine), 
and antibiotics (clindamycin and kana- 
mycin sulfate), and became afebrile in 24 
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discharged on Jan 24, 1973, with instruc- 
tions to begin fibrinolytic therapy with 50 
mg of phenformin hydrochloride twice 
daily, 2 mg of ethylestrenol four times 
daily, and 10 grains of aspirin once weekly. 
Figure 3 summarizes the patient's course 
of therapy. 

In February, the patient developed 
sudden pain in the right eye without visual 
changes and an episode of numbness and 
clumsiness of the left side of her body and 
numbness of her right foot lasting several 
days. Severe, sharp, pleuritic, left scapular 
pain of six days' duration, unrelieved by 
analgesies and accompanied by nausea and 
vomiting, led to a second hospitalization on 
March 1, 1973. 

On admission the patient's physical find- 
ings were unchanged. Ophthalmological 
examination disclosed mild weakness of 
left conjugate gaze without diplopia. The 
ptosis of the left eyelid was credited to a 
lesion of the third cranial nerve (levator 
and superior rectus muscles), probably 
within the orbit. An old chorioretinal scar 
was seen on the right, but the examiner 
considered that the pain in the right eye 
was more likely referred from an intra- 
cranial lesion than from local disturbances 
in the globe. 

A left lateral decubitus chest roentgeno- 


tous papule to fine scarring. 
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Months 
Fig 3.—Degos disease. Summary of patient's course of therapy. 


bL 
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Fig 4.—Degos disease. Section from well-developed lesion shows parakeratotic scale 
covering atrophic epidermis. Area of dermis beneath epidermis is relatively acellular and 
has homogeneous, smudged appearance (hematoxylin-eosin, original magnification 


x 40). 


gram showed a small pleural effusion. 
Concentrations of arterial blood gases 
were normal. A second EEG yielded a 
pattern compatible with a diffuse encepha- 
lopathy with focal characteristies sugges- 
tive of vasculitis. 

The patient was given her first intrave- 
nously administered infusion of a 10% solu- 
tion of low molecular weight dextran 40 
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(LMD); she received 1,000 ml during a 
period of 18 hours. 

On the second hospital day, she devel- 
oped paroxysmal atrial tachycardia that 
resisted conventional maneuvers but re- 
sponded after several hours to intrave- 
nously administered propranolol hydro- 
chloride. Following this episode she re- 
quired no further cardiac therapy and was 


discharged on the regimen prescribed 
earlier. 

Abdominal pain recurred within a month 
and led to a third admission on March 23, 
1973. Except for generalized abdominal 
guarding with hypoactive bowel sounds, 
the remaining physical findings were 
unchanged. Psychologically, however, a 
marked change had occurred. The patient 
demonstrated a depressed and often in- f 
appropriate affect. Laboratory studies 
showed no important changes. The patient 
was given a second intravenous infusion of 
1,000 ml of dextran 40 during a period of 
five to six hours and was discharged. 

For the next six weeks, the patient had 
no pain, paresthesia, or new skin lesions. 
However, recurrence of severe headaches 
in the forehead area, right eye pain, numb- 
ness and weakness of the left hand and 
arm, pain on the left side of the chest, and 
vomiting led to another hospital admission 
on May 22, 1973. Positive physical findings 
at that time included dullness and 
decreased breath sounds over the left lung 
base, weakness of the left extremities and 
left side of the face, a wide-based gait with 
a tendency to fall to the left, slurred 
speech, and left-sided adiadochokinesia. 
Both the patient's husband and the house 
staff noted a further deterioration in 
mentation and affect. 

Routine laboratory values showed little 
change. The erythrocyte sedimentation 
rate was 22 ml/hr. Fungal complement 
fixation titers all gave negative findings. 
The plasma fibrinogen level was 150 mg/ 
100 ml, and fibrin split products were not 
detected. A thoracentesis was performed 
with removal of 400 ml of serosanguineous ' 
fluid having the characteristies of an 
exudate. Only benign-appearing cells were 
found in the cytologic examination of this 
fluid, and stained smears for bacteria and 
acid-fast organisms gave negative results. 
The patient again experienced remission 
of pain and return of intellectual and affec- 
tive functions toward normal. No low mo- 
lecular weight dextran 40 was adminis- 
tered. She was discharged with an increase 
in the dose of ethylestrenol to 4 mg four 
times daily and the addition of 50 mg of 
niacin four times daily to the regimen. 
Administration of aspirin and phenformin 
was continued. 

Three weeks later, the patient com- 
plained of intermittent nausea, vomiting, 
and anorexia accompanied by loss of 4.5 kg 
in weight, weakness, sleeplessness, confu- 
sion, and a continuous, severe frontal head- 
ache. She noted increasing difficulty with 
coordination on the left side of the body, 
had bumped into several doors, and had 
fallen off her porch. A consulting neurol- 
ogist found an affect characterized by 
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facetiousness and inappropriate humor. 
The eranial nerves were intact except for 
the ptosis of the left eyelid. A mild left- 
sided hemiparesis was found, with clear- 
cut signs of cerebellar abnormality on the 
left. Positional and vibrational sensations 


"were decreased on the left side of the head, 


and a left-sided Babinski reflex was pres- 
ent. Based on the seattered and progres- 
sive nature of the symptoms and signs, a 
diagnosis of diffuse arteritis was sug- 
gested. Because her disease was clearly 
progressing, therapy was intensified by 
changing the dose of ethylestrenol to 2 mg 
eight times daily, aspirin to 10 grains four 
times daily, and niacin to 50 mg eight 
times daily. 

The patient's condition continued to 


 worsen, and she was admitted to the 
. hospital on June 29 because she was unable 


to initiate micturition. Neither physical ex- 
amination nor routine laboratory studies 
deteeted changes or new findings. Results 
of a brain sean were normal, and the EEG 
showed no change. A lumbar puncture was 
performed, with an opening pressure of 22 
em H,O. Cerebrospinal fluid (CSF) analysis 
showed the following values: protein, 590 
mg/100 ml; glucose, 84 mg/100 ml (a simul- 
taneously obtained plasma glucose level 
was 150 mg/100 ml); red blood cells, 202/cu 
mm; and white blood cells, 21/cu mm. The 
Gram and acid-fast stains, India ink prepa- 
ration, and culture all gave negative 
findings. Urologic studies yielded normal 
values for intravenous pyelogram and 
cystometrogram. The voiding cystoure- 
throgram showed a normal bladder with 
large residual volume that the patient was 
unable to clear. A chest roentgenogram 
showed a reaccumulation of the pleural 
effusion on the left side. By thoracentesis, 
400 ml of brown fluid was removed; the 
specific gravity was 1.031 and protein 
concentration was 5.6 gm/100 ml. 

The patient was rehydrated with intra- 
venously administered fluids and then 
given dextran 40 by the same route (1,000 
ml/day) On the afternoon of the sixth 
hospital day, the patient's urine output fell, 
therapy with dextran was discontinued, 
and 50 mg of furosemide was given by 
mouth. On the seventh day, the left-sided 
pleural effusion had reaccumulated. The 
patient suddenly developed complete mo- 
tor loss and partial sensory loss on the left 
side with a bilateral Babinski reflex. Her 
urine output remained low, and moderate 
shortness of breath was only partially 
relieved by removing another 1,000 ml of 
bloody pleural fluid. On the eighth day, the 
patient again developed paroxysmal atrial 
taehyeardia that failed to respond to 
carotid massage er administration of 
propranolol and digoxin. On the following 
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day, anisocoria was noted, with the right 
pupil being larger than the left. Cheyne- 
Stokes respiration was noted. Early on the 
tenth day, she became dyspneic and her 
temperature rose to 38.8 C, Another 2,000 
ml of pleural fluid was removed from the 
left side of her chest. Two hours later, the 
patient was found dead. Permission for an 
autopsy was not granted. 


SPECIAL STUDIES 


Biopsy specimens were taken from 
lesions in various stages of develop- 
ment. Sections from an early papule 
stained with ^ hematoxylin-eosin 
showed mild hyperkeratosis and acan- 
thosis of the epidermis, with a few 
lymphocytes and histiocytes located 
perivascularly in the dermis. A colloi- 
dal iron stain showed a diffuse 
increase in mucin throughout the 
dermis. 

Sections from a well-developed le- 
sion showed parakeratotic scale cover- 
ing an atrophic epidermis. A triang- 
ular area of dermis beneath the lesion 
was relatively acellular and had a 
homogeneous, smudged appearance 
(Fig 4). Blood vessels and appendages 
within a wedge-shaped area were 
necrotic or absent. Colloidal iron stain 
showed the presence of mucin only 
peripheral to the infarct. 

Immunofluorescence techniques 
were applied to biopsy specimens 
from lesions in various stages of 
development. No deposition of IgG, 
IgM, IgA, IgD, or C3 was seen in early 
or late lesions. Several sections of 
early papules revealed perivascular or 
diffuse dermal staining with fluores- 
ceinated antifibrin antibody. 

Serial blood samples were drawn 
before and during therapy for evalua- 
tion of fibrinolytic activity by the 
assay of euglobulin lysis time. Unfor- 
tunately, due to a laboratory accident, 
all of these specimens were lost prior 
to the determinations. 


COMMENT 


In Austria in 1941, Kohlmeier: 
observed a patient with peculiar, 
atrophie skin lesions who died of 
intestinal ulcerations; he believed this 
represented an intestinal thromboan- 
giitis obliterans. One year later in 
France, Degos and co-workers? 
described a similar patient whose 
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disorder they named “dermatite papu- = 


lo-squameuse atrophiante" to empha- | 
size the unique atrophic cutaneous — 
lesions. When further observation of | 
this and subsequently reported cases | 
revealed that each of the patients died 
rapidly of peritonitis, Degos (1948) 
suggested the name "papulose atro- 


phiante maligne" to emphasize the  . 


fatal prognosis." 


Since these early descriptions, ap- > 
proximately 50 cases of Degos disease — 


have been reported. The first cases ^. 


reported from the United States (also. ` 
the first case in a black patient) were 
reported in 1960.°'’ Except for one 
report of a mother and son having 
disease, the cases have been sporadi 
and unrelated genetically, epidemic 
logically, or geographically. : 
Considered together, the cases 
ported have presented a “cliniéal 
picture unchanging in its symptoma-. 


tology and evolution." The patients, — : 
of whom 75% to 80% are young EM 


men, ^" generally feel completely 


well at the time of onset of skin ~ 


lesions, usually the first manifesta- 
tion. These begin as slightly raised, 


firm, pink to yellow-gray papules that : 
are 2 to 5 mm in size. Though the | . 
lesions are usually asymptomatic, the © 


patient may rarely experience tran- 
sient, mild pruritus or burning sensa- 
tions. The papules are distributed over 
the trunk and proximal portions of the 
extremities, usually sparing the scalp, 
face, mucous membranes, palms, and 
soles." New crops of papules often 
appear at intervals of days to weeks 
and may remain unchanged for days 
to months. They then rapidly evolve 


into the pathognomonic annular le- = 


sion, 3 to 6 mm in size, with a well- E 
defined, red or violaceous border that 
is usually slightly elevated and tra- 


versed by fine telangiectases. The © 


umbilicated, atrophic, porcelain-white 
center is covered by a thin, white, 
easily detached scale. Varying from a 
few to several hundred in number, the 
lesions may enlarge, assume an irreg- 
ular outline, or coalesce to form 
bizarre "clover-leaf" patterns." Al- 
though an occasional lesion may 


appear crusted, there is no purpura or > > 


vesiculation. 


Following onset of the cutaneous i 


lesions, the patients begin to note 
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' fatigue, weakness, and weight loss.* ^ 
Several months later (the interval 
may be a few weeks to six years), ^"^ 
the majority of patients experience an 
abrupt onset of severe abdominal pain 
that may simulate pancreatitis, gas- 
tritis, peptic ulceration, or dysen- 
tery.'* The gastrointestinal involve- 
ment, which may rarely precede the 
skin lesions,^ ultimately results in 
bowel perforations, peritonitis, and 
death." 

A minority of patients, most of 

whom lack gastrointestinal symp- 
toms, develop involvement of the 
central nervous system as manifested 
- by severe headache, paresthesia, and 
weakness. In these cases the course is 
also one of relatively rapid deteriora- 
o tion and death.'*" 
. Despite the dramatic clinical mani- 
estations, routine laboratory studies, 
including gastrointestinal roentgeno- 
grams, are usually normal or nearly 
s0.*' The changes that have been 
consistently reported are those of 
most inflammatory disorders and in- 
clude a decreased serum albumin level, 
increased serum globulin level, and an 
increase of  a,maceroglobulin.* ^" 
Many patients have also had an 
increased level of plasma fibrinogen. 
Finally, patients with neurologic 
symptoms have had markedly ele- 
vated CSF protein levels character- 
istic of meningeal inflammation. >! +7 
Definite diagnosis of malignant 
atrophic papulosis, then, rests on 
recognition of the unique cutaneous 
lesions and the characteristic patho- 
logic ehanges. 

All of the organ systems involved in 
this disorder have shown a similar 
vascular lesion that has been 
described as an “obliterating arterioli- 
tis"* or “endovasculitis with secondary 
thrombosis and slow tissue necro- 
sis," 

Arterioles and small arteries are 
primarily involved and show swelling 
and proliferation of endothelial cells 
with obliteration of the vessel lumen. 
There is progressive increase and 
thickening of intimal connective tis- 
sue that contributes to the vascular 
occlusion. The internal elastic lamina, 
media, and adventitia are not in- 
volved. Degos emphasized the lack of 
histologic signs of inflammation,’ but 
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others have noted a mild, leukocytie, 
perivaseular inflammatory infiltrate 
in the earliest lesions.'^'*'*'* Some 
have described finding an eosinophilic 
homogeneous or hyalin material >" 
in the intima’ or in the vessel lumen. 
In the well-developed skin lesion, the 
occluded vessel is found in the lower 
third of the retieular dermis at the 
apex of a wedge-shaped infarct, the 
base of which is a flattened, atrophic, 
hyperkeratotie epidermis. The inter- 
vening dermis shows ischemic necro- 
sis with loss of nuclei, blood vessels, 
and appendages. 

Special stains (Alcian blue, colloidal 
iron, toluidine blue) demonstrate mu- 
cin deposition throughout the affected 
dermis in early lesions and at the 
margins of the infarct in late lesions. 
This mucin deposition, probably a 
nonspecific response of the fibroblast 
to injury,’ '**! unfortunately led 
several workers to confuse this lesion 
with that of papular mucinosis. +37? 
Immunofluorescence techniques have 
failed to show deposition of immuno- 
globulin and complement character- 
istic of necrotizing vasculitis’? in the 
vessel wall, but rather have shown 
vascular, perivascular, or dermal depo- 
sition of fibrinogen’ or fibrin.» 
Complete postmortem examinations 
have shown similar vascular changes 
in the small arteries and arterioles of 
the gastrointestinal tract, mesentery, 
retroperitoneum, peritoneum, pleura, 
pericardium, myocardium, lung, dia- 
phragm, adrenal, kidney, genitouri- 
nary tract, eye, spinal cord, and 
brain.*/^ 14.17.20 

While most agree that the primary 
lesion involves mural proliferation 
and occlusion of small blood vessels, 
the pathogenesis remains obscure. 
Having studied a variety of cutaneous 
vasculitides, Cunliffe and co-workers 
suggested that decreased fibrinolytic 
aetivity either in blood or in local 
vascular endothelium plays an impor- 
tant role in disorders of small blood 
vessels. Black et al examined the 
dermal blood vessels of very early 
Degos papules and found swelling and 
disorganization of endothelial cells 
with disruption and degeneration of 
cellular organelles. Histochemical 
stains demonstrated loss of hydrolytic 
(lysosomal) and respiratory (mito- 


chondrial) enzymes. The Todd fibrin 
plate technique demonstrated a loss of 
fibrinolytic activity around the same 
vessels. However, all of these changes 
were seen to occur within a sharply 
defined, wedge-shaped area coinci- 
dent with the area of anticipated or 
accomplished necrosis characteristic 
of such lesions. This localization sug- 
gested that rather than being pri- 
mary, these vascular changes were 
secondary to slow occlusion of a 
deeper arterial vessel. 

Some have suggested a viral stim- 
ulus for vascular occlusion. Howard 
and Nishida, on electron microscopical 
study of skin and conjunctival lesions 
from patients with Degos disease, 
reported finding virus-like particles 
that were 250 to 300 Angstroms in 
size, within swollen, degenerating 
endothelial cells°""' However, this 
observation has not been confirmed 
by other investigators, some of whom 
have suggested that the particles seen 
were a nonspecific system of convo- 
luted tubules associated with the 
endoplasmic reticulum." Comple- 
ment fixation titers to a wide variety 
of viruses gave negative findings, as 
did viral cultures of several early skin 
lesions.” 

Others have proposed that Degos 
disease is an immunologie disorder. 
However, erythrocyte sedimentation 
rates, serum complement levels, and 
antinuclear antibody determinations 
have been consistently within normal 
limits. Evaluations of immunoglobulin 
levels and of in vitro lymphocyte 
responsiveness to various antigens 
have been normal.’ Finally, the histo- 
pathologie and immunofluorescence 
findings are not those of an necro- 
tizing allergie vasculitis or of any 
known connective tissue disease. 

The therapy for a disorder in which 
pathogenesis is unknown must of 
necessity be empirical; in Degos 
disease, so far nothing has proved 
effective. Many drugs have been 
tried, ineluding the following: antibi- 
oties—sulfonamides,*'? streptomy- 


cin,^ tetracycline,” and  penicil- 
lin’; eorticosteroids—hydrocorti- 
sone," triamcinolone acetonide, 


prednisone," and adrenocorticotrop- 
ie  hormone*'*'5 arsenic"; vac- 
cines*' 5 ehloroquine' azathioprine”; 
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methotrexate’; and low molecular 
weight dextran” and phenylbutazone. 
Some investigators have suggested 
that steroid administration may accel- 
. erate the disease"—it appeared to 
accelerate the evolution of cutaneous 
lesions in our patient. Finally, al- 
‘though anticoagulants were ineffec- 
tive in several cases,*'^'"' heparin was 
reported to retard disease progression 
in others. The suggestion that 
heparin was an effective treatment 
was of interest because of the studies 
by Black et al demonstrating a 


~  deerease in fibrinolytic activity in 

lesions of patients with Degos dis- 
7. ease. These patients, in addition, 
have been shown to have increased 
—. -o Jevels of plasma fibrinogen, increased 


| a,maeroglobulin (a plasma fraction 
= that contains a potent inhibitor of 

plasmin”), and prolonged euglobulin 
lysis times.’ Roenigk and Farmer 
reported in one patient an increase in 
eryoprofibrin, an indicator of intra- 
vascular coagulation.” Acceleration of 
the disease by corticosteroids would 
be explained by the ability of this 
class of agents to reduce the vascular 
content of plasminogen activator." 

Because defective fibrinolysis, 
whether primary or secondary, 
seemed important to the pathogenesis 
of Degos disease, we elected to treat 
our patient with fibrinolytic agents. 
This approach also seemed promising 
because of the recent successful use of 
fibrinolytic agents for the treatment 
of atrophie blanche,** the primary 
lesion of which has many clinical and 
histologic similarities to that of Degos 
disease." 

Since the discovery of some protec- 
tion against thrombosis with low 
molecular weight dextran in 1959," it 
has been used with success in a variety 
of vascular disorders with small-vessel 
involvement." Although its mecha- 
nism of action is complex and incom- 
pletely known, it is thought to coat red 
blood cells, platelet, and vessel walls, 
decreasing frictional resistance and 
sludging, decreasing platelet aggre- 
gation and adhesiveness, and inter- 
fering with release of platelet factor 
III." In addition it has been demon- 
strated to cause a prolonged increase 
in fibrinolytic activity as measured by 
the euglobulin lysis time.* More 
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recently the anti-diabetic drug, phen- 
formin, and an anabolic steroid, ethyl- 
estrenol (to be distinguished from the 
estrogen, ethinyl estradiol), have 
been used successfully as pharmaco- 
logie activators of blood fibrinolytic 
activity, Fearnley, Chakrabarti, and 
others have shown that these two 
drugs given together increase the 
level of plasminogen activator in 
venous endothelium, inerease cireu- 
lating fibrinolytic activity, decrease 
plasma levels of fibrinogen and a, 
macroglobulin, and decrease platelet 
adhesiveness.” "+ They have further 
demonstrated elevated fibrin split 
products in patients taking these 
agents," although others have failed 
to confirm this." Moreover, it has 
been shown that this combination of 
drugs may have some anti-inflamma- 
tory activity in addition to the fibrino- 
lytic effect.^^ In a relatively short 
period of time, these two drugs have 
been tried in a wide variety of disor- 
ders, and clinical improvement has 
been claimed in myocardial infarc- 
tion,’ pene (leukocytoclastic) angii- 
tis, M naud disease,^ Behcet dis- 
ease,’ " hemolytic uremic syndrome," 
rheumatoid arthritis,” and atrophie 
blanche.** 

This theoretically promising thera- 
py failed completely, however, in the 
present case in which our patient 
received a combination of fibrinolysis- 
enhancing agents. Unfortunately, ob- 
jective measurements of her response 
could not be performed (euglobulin 
lysis times), and the possibility that 
the disease progressed, despite a 
profound increase in fibrinolytic ac- 
tivity, cannot be separated from the 
possibility that it completely failed to 
affect her ability to remove clots. 
Some other combination or pattern of 
administration, such as initial daily 
infusions of low molecular weight 
dextran, might have been effective. 
There is some precedent for this 
approach." Another form of dextran 
may have been beneficial. Cuttner 
stated that dextran 70 is more effec- 
tive than dextran 40 in prolonging the 
bleeding time.** Perhaps initiation of 
therapy was too late to be effective. 
Phenformin and ethylestrenol have 
been found to be maximally effective 


only after they have been given for 





three months and have failed to ~ 
reverse already formed thrombi. +$  - 
In this regard, it is of interest that . 
after precisely three months of thera- 

py with phenformin and ethylestre- 
nol, there was a six-week period 
during which our patient was free of . 
pain and no new skin lesions devel- | 
oped. 

Recent evidence suggests that in  . 
some vaso-occlusive disorders there is, . 
in addition to low activator content of... 
vessel walls, a depression of the — 
normal plasminogen activator release 
from vessels in response to occlusion. 
Thus, although phenformin and ethy 
estrenol increase the activator € | 
within vessel walls, the amout 
activator released may not. be ade- 
quate.^^^* It is possible that the extent 
of endothelial damage in ‘Degos 
disease is sufficient to prevent a- 
response to fibrinolytic therapy. Al- . 
ternatively, the decrease in fibrino- 
lytic activity in Degos disease may not 
be the result of a decrease in plasmin- . 
ogen activator but may be due to an ~ 
inhibitor or binder of the activator or 
of plasmin.” If so, therapy directed — 
toward increasing plasminogen acti- = 
vator would be of little benefit. uite 

Finally, one must consider the fact 
that the main source of tissue fibrino- 
lytic activity (plasminogen activator) 
is venous endothelium.” In normal 
skin, the deep dermal blood vessels 
have more fibrinolytic activity than ` 
the superficial ones, and arteries 
normally have very little fibrinolytic 
activity." If Degos disease is primari- 
ly a disorder of arterioles, then fibrin- 
olytie therapy, by definition, would be 
directed at a secondary manifestation 
and may therefore be ineffective. The 
question as to the cause of the 
primary acquired defect in the ar- 
terial wall remains. The answer to this 
question may be accompanied by a 
successful means of therapy. 



















Nonproprietary Names 
and Trademarks of Drugs 


Clindamyein —Cleocin. | 

Dextran 40—Gentran-4,0, LMD, Rheomac- 
roder, Rheotran. 

Ethylestrenol- Duraboral, Maxibolin. 

Phenformin hydrochloride~DBI, DBI-TD, 
Meltrol, Normoglucina. 
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William L. Weston, MD 


* An increasing number of phagocytic 


- defects with cutaneous manifestations 


and signs in humans are being reported. 
With the increasing availability of phago- 
cyte assays, detection of phagocyte 
defects will allow us to dissect the 
component events and more clearly 
understand the central role of the phago- 
cytic leukocyte in host defenses of the 
skin. 
(Arch Dermatol 112:1589-1596, 1976) 


f m J ust as the last two decades devel- 


. oped the role of the lymphocyte in 
the next two will 
emphasize the phagocytie leukocyte. 
Only two years ago’ it was estimated 
that phagocyte disorders accounted 
for only 1% of all primary immunode- 
ficiencies, whereas 65% were said to 
be due to antibody defieieney. This 
difference undoubtedly reflects the 
ease and wide availability of antibody 
determinations in contrast to phago- 
cytic leukocyte assays, which require 
living cells and eonsiderable techno- 
logical expertise. However, increasing 
numbers of patients with malfune- 
tioning phagocytes have now been 
reported, and the recognition of such 
disorders is rapidly increasing.*” It is 
the purpose of this review to empha- 
size those phagocyte disorders that 
have cutaneous manifestations. 


ROLE IN INFLAMMATION 


One of the crucial host defense 
mechanisms found in man is the 


ability of both polymorphonuclear leu- 


kocytes (PMNs; neutrophils) and 
mononuclear leukocytes (MNLs) to 
eliminate foreign material. In this 
review, “PMN” will refer to the 


neutrophil and “MNL” will describe 


the monocyte-macrophage. Failure in 
either or both of these systems invar- 
iably results in increased suscepti- 
bility to infeetions. The role of these 
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Disorders of Phagocyte Function X 


cells in the inflammatory response has 
been dissected and clarified by inves- 
tigations of functional defects in 
these cells. Since the skin is a major 
interface between infectious agents 
and the host, defects in host defense 
often are manifested by cutaneous 
infections. Dermatitis is also a com- 
mon manifestation of such phagocyte 
defects, suggesting we reorder our 
thinking about the meaning of 
flammatory skin disease. In a great 
variety of cutaneous disorders, we are 
accustomed to observing histologically 
either PMNs or MNLs, or both, infil- 
trating dermal and epidermal com- 
partments. We must learn to ask basic 
questions such as, “How do they get 
there?” and “What do they do 
there?" 

Lymphoeytes represent the specific 
recognizing segment of immune re- 
sponse, while PMNs and MNLs are 
the nonspecific cellular elements that 
perform the actual destruction of 
foreign material." **" Immunological- 
ly mediated destruetion of antigen 
oceurs in three stages: (1) antigen 
recognition, (2) production and activa- 
tion of effector molecules, and (3) 
accumulation of phagocytic cells at the 
antigen site. Àn abnormality in any 
portion of this process could lead to 
impaired health of the individual. 
PMNs and MNLs represent an impor- 
tant biological amplification mecha- 
nism central to many inflammatory 
responses. This system requires few 
specific recognizing cells (lympho- 
cytes) and allows the small number of 
lymphoeytes to "signal" an immense 
number of nonspecific cells (PM Ns 
and MNLs) to be activated. Both the 
humoral immune system and the cell- 
mediated immune system have the 
ability, through different mecha- 
nisms, to stimulate the phagocyte 
system (Table 1).^*** 


PHYSIOLOGIC MECHANISMS 


It is convenient to separate phago- 
cyte function into a series of six 
physiologic steps. Although these 
steps are interdependent, considera- 
tion of each step as a separate entity 





has simplified our understanding of 


how phagocytes work and how these ~ 
functions are assayed. These six func- 0 
defined as follows: (1) . 
(nondirectional = 
movement), (2) chemotaxis (direction- = 
al movement), (3) attachment to the 
material, (4) ingestion, (5) activation |... 


tions are 
random movement 


of the phagocyte, and (6) destruction - 
of foreign material. The majority 
information to date deals only.: 
PMNs. There are only a few studies D 
which PMNs and MNLs have. been 
investigated simultaneously. SE. 


Random Movement - 





Random movement is defined. cabe 3 
nondirectional movement of čells. 


It is measured by the eration: ó ti < 


cells through a capillary tube (random 
tube migration) 
porous filter (random filter migra- 
tion). ^'* It is evident that this nondi- 
rectional movement is a separate 
phenomenon from directional move- 


ment (chemotaxis) by the observation |. 
that in a number of disease states,  . 
random movement is normal, whereas ©” 


chemotaxis is abnormal (eg, Chediak- 
Higashi syndrome," diabetes," can- 
didiasis with deficient cell-mediated 
immunity") To subdivide random 
migration further, it appears that 
capillary tube migration and filter 
migration may measure separate 
events, since there are instances 
where one is normal and the other 
abnormal In the Chediak-Higashi 
syndrome, patients were noted to 
have defeetive random filter migra- 
tion but normal random tube migra- 
tion." 


Chemotaxis 


Much more information is available ^^ 


on directional movement or chemo- 
taxis. There are two major steps 
involved in chemotaxis, the first be- 
ing activation of the phagocytie cell 
membrane by the chemotactant and 
the second being cell move- 
ment. 61575 Therefore, It is un- 
derstandable that defective interac- 
tion of the cell membrane with chemo- 
taetant would result in defective 
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“chemotaxis, byt cell movement itself 


‘(random móbility) would remain in- 
tact. 

Measurement of chemotaxis is 
usuallv performed with some modifi- 
cation of the Boyden chamber, which 
consists of two compartments sepa- 
rated by a single membrane contain- 
ing small pores.“ The upper compart- 
ment contains cells and the lower 
compartment contains the chemotac- 
tic substance. Numerous opportunities 
for measurement error are inherent in 
such a system: variation in pore size 
within the membrane;” failure of cells 
tö stick to the membrane and falling 
off, leaving a false impression of 
faulty chemotaxis; nonstandard che- 
-motactic attractants; the influence of 
tissue eulture conditions and time on 
the assay;" the aggregation of cells in 
the upper ehamber, preventing large 
aggregates from migrating through 
the filters;^-* and the requirements 
for potassium,” calcium, and magne- 
sium, 

Methodology is crucial in chemo- 
taxis assays if results are to be inter- 
preted properly. A uniform, nonag- 
gregated number of cells must be 
delivered to the upper chamber and 
the upper membrane surface" 
Thick membranes, such as Millipore 
filters, require the cells to migrate 
through a greater distance. Generally, 
5- or 8 pore size is used to measure 
neutrophil or monocyte movement.’ ^ 
The use of a second, lower filter 
membrane that is impermeable, 0.45-u 
pore size, will trap cells not adherent 
to the upper filer. The rapid 
attraction of large numbers of phago- 
cytes to tissue sites is undoubtedly 
crucial to the host in defense against 
bacteria and other microorganisms. 





Adherence 


Once the phagocyte is attracted to 
the needed site, it must seek out and 
attach itself to the foreign material. 
Adherence of microorganisms to 
phagocyte surfaces, which enhances 
their engulfment, is called opsoniza- 
tion. This is derived from the word 
opsonein, meaning “to prepare for 


- . eating." Both antibody and comple- 


ment enhance ingestion of foreign 
material 


ingestion (Phagocytosis) 


The process from which phagocytes 
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derived their name is the observation 
that certain cells are able to transport 
particles from the extracellular space 
to within the cells and into vacuoles 
(phagosomes). Although this observa- 
tion can be made simply and directly 
with the light microscope, the process 
of phagocytosis is more complex than 
would first appear. The original tech- 
niques to investigate phagocytosis 
involved incubation of a microscopi- 
cally visible particle with phagocytic 
leukocytes. A major problem in the 
procedure is the difficulty in distin- 
guishing whether a particle has non- 
specifically attached itself to the cell 
surface or was actually internalized. 
Newer assays have been developed, 
however, to obviate this problem and 
allow efficient separation of cells 
from uningested particles and permit 
detection of the ingested material by 
chemical techniques. Radioaetively la- 
belled bacteria, starch particles, im- 
mune complexes, or erythrocytes and 
polyvinyl toluene particles have all 
been utilized to quantitate phagocyto- 
sis; The most widely used is the 
method of Stossel‘ in which paraffin 
oil particles (paraffin oil does not 
adhere to cell surfaces) containing the 
dye oil red O are used. This method 
involves initially stopping phagocy- 
tosis with potassium cyanate and then 
measuring the total amount of oil red 
O dye ingested per phagocyte. This 
method allows measurement of the 
initial rate of ingestion, a critical 
early event in the encounter between 
microorganisms and the host's phago- 
eytic cell. Investigations of the pro- 
cesses of ingestion have uncovered 
many facets of this complex series of 
events: the importance of cell mem- 
brane receptors for IgG and C3 in the 
process of opsonization, the role of 
microtubules and the contractile pro- 
teins actin and myosin within the cell, 
the importance of the divalent cations 
manganese, cobalt, magnesium, and 
calcium in phagocytosis, as well as the 
unimportance of univalent cations. 


Activation 


Stimulation of phagocyte intracel- 
lular metabolism is a common, per- 
haps invariable, consequence of 
phagocytosis’ and a requirement for 
the destruction of microorganisms.*” 
Following phagocytosis, a series of 
metabolic events occurs that has been 


ealled the "respiratory burst." This 
consists of a dramatie increase of 
glucose utilization through the hexose 
monophosphate shunt, an uptake of 


oxygen, and the production and 
release of two substances thought to 
be important in microbicidal activity, 
superoxide (O,^) and hydrogen perox- 
ide. This burst of oxidative metab- 
olism can be detected within seconds 
of contact between cells and phago- 
eytie particles." The enzymes respon- 


sible for the respiratory burst have 


been thoroughly investigated, with 
the essential enzymes being the flavo- 
protein oxidases, reduced nadide 
(NADH) oxidase and redueed nadide 
phosphate (NADPH) oxidase. These 
cyanide-insensitive enzymes reduce 
oxygen to peroxide, form the super- 
oxide ion, and reduce the dye nitro- 
blue tetrazolium (NBT). 

The eolorless dye NBT serves as the 
simplest measure of oxidative metab- 
olism by the phagocytic cell, since it is 
reduced to a blue compound, forma- 
zan, that can be quantitated by a 
spectrophotometric reading. Nitro- 
blue tetrazolium reduction is due to 
the superoxide anion.” Measurement 
of NBT reduction, although simple, is 
an indirect method of assessing acti- 
vation of intracellular metabolism. 
More direct is the measurement of the 
products of intracellular metabolism: 
superoxide and hydrogen peroxide. 


Their measurement will be discussed , 


in the subsequent section on microbi- 
cidal mechanisms. Oxygen consump- 
tion can also be measured by several 
methods: the oxidation of formate by 
catalase, the inhibition of catalase by 
aminotrizole, the oxidation of leuco- 
diacety1-2,7,dichlorofluoreseein or sco- 
poletin by horseradish peroxidase, and 
the release of oxygen by catalase. 


Microbicidal Activity 


Much has been learned about the 
mechanisms of destruction of foreign 
material by phagocytic leukocytes. 
Klebanoff" has classified the known 
mechanisms of PMNs into oxygen- 
dependent and oxygen-independent 
mechanisms: 

Oxygen-dependent 
Myeloperoxidase-mediated 
Myeloperoxidase-independent 

Peroxide 
Superoxide 
Hydroxy! radicals 
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singlet oxygen 
Oxygen-independent 
Acid 
Lysozyme 
Laetoferrin 
Cationic lysosomal proteins 


Although these mechanisms are quite 


complex, a brief introduction to them 


will clarify the major features in- 
volved. 

Oxygen-Dependent — Mechanisms.— 
Myeloperoxidase is a heme protein 
enzyme that catalyzes the oxidation of 
a number of substances by peroxide. 
This enzyme is found in lysosomal 
vacuoles of PMNs and MNLs and, in 
combination with peroxide and a 
halide (L, C;, B;, F^), will form a 


"c potent antimierobial system even in 
. cell-free suspension. The exact mech- 


.'.. anism of microbial destruction is not 


that superoxide 


clear, but iodinization of essential 


bacterial enzymes and binding sulfhy- 


 dryl groups are the activities being 


studied as being most likely. That this 
myeloperoxidase system is important 
is emphasized by the defective micro- 
bicidal activity demonstrated in mye- 
loperoxidase-deficient leukocytes. ™ 

However, phagocytes with no detec- 
table myeloperoxidase retain some 
microbicidal activity, although it 
takes three to four hours for leuko- 
cytes without myeloperoxidase to kill 
the same bacteria that are destroyed 
by peroxidase-containing cells in 30 
minutes. 

Peroxide.—Hydrogen peroxide has 
antimierobial activity i the absence 
of myeloperoxidase." Catalase in- 
hibits this activity, and catalase-posi- 
tive organisms are often peroxide- 
resistant. Addition of ascorbic acid to 
H.O, forms a system that is toxic to 
bacteria, fungi, ànd viruses, but the 
exact mechanism is unknown. 

Superoride.—]t has been proposed 
is an important 


. mierobicidal agent, since aerobic mi- 


eroorganisms contain an enzyme, su- 
peroxide dismutase, that inactivates 
superoxide." * Phagocytic leukocytes 
do generate O;*** during microbicidal 
aetivity. | 

Hydroxyl Radicals.—Superoxide 
and peroxide combine to form O, and 
hydroxyl radicals (OH - ). There is little 
evidence to suggest this occurs within 


leukocytes. 


Singlet Oxygen.—Singlet oxygen is 
an unstable excited state of oxygen 
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Random Movement 
Chemotaxis 
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ingestion 
Activation 
Destruction 












“Minus indicates absent; plus, present. 


Table 1.—Stimulation of Phagocytes by the B- and T-Lymphocyte System 


Humoral (Antibody) 
System* 


++ tet + | 
tte t t+ | 





Ceil-Mediated 
immune System* 












Antigen recognition T lymphocyte 


B iymphocyte 












Accumulation of PMN + MNL* 


phagocytic cells 


that emits light. Since intact activated 
leukoeytes emit light, it has been 
suggested that this is due to singlet 
oxygen." It is presumed that contin- 
uous production of singlet oxygen 
reaets with essential groups within 
microorganisms to cause cell death, 
and this may be the mediator of 
photodynamic dyes. 
Oxvgen-Independent  Mechanisms.— 
Some antimicrobial activity still exists 
in a nitrogen (oxvgen-free) atmo- 
sphere. In aerobic conditions, these 
faetors serve as backup systems for 
antimicrobial activity. 
Acid,—Phagocytic vacuoles are 
acidic, with pH varving from 3.0 to 6.5. 
oe organisms such as pneumo- 
cocci’ are acid-sensitive. The low pH 
of the vacuole is optimal for the mye- 
loperoxidase system; providing this 
environment may be the major role of 
acid in microbicidal leukocytes. 
Lysozyme.—This basic protein (mo- 
lecular weight, 14,500), found in 
phagocytic vacuoles, is hydrolytie to 
bacterial cell walls. The site of action 
of lysozyme (muramidase) is the cross- 
linking glyeoside bonds of the cell 
wall. Although saprophytic organisms 
are readily killed by lysozyme, most 
pathogens are resistant to it." 
Lactoferrin.—This protein inhibits 
bacterial growth by binding iron 
required as an essential nutrient to 
the microorganism. Lacteroferrin is 
found in phagocytic granules. 
Cationic Lysosomal Protein.—At 


Table 2.—Immunologically Mediated Host Defenses 


Humoral System Cell-Mediated immune System CE E 






Production or activation immunoglobulins 

of effector molecules igG (opsonins) 
C3a;C5a;C5a,6,.7 

(chemotaxis) 


C3b (opsonin) 


“PMN indicates polymorphonuciear leukocyte; MNL, monocyte-macrophage. sw. 


important in opsonization*^* but may | 










T Lymphocyte 

Lymphokines A 
Monocyte chemotastic factoi on 
PMN chemotactic factor... 
Macrophage acte ng fa to 

















MNL + PMN 





least seven different cationic ic proteins — 
are found within granulocytes, each 
exhibiting different antimicrobial ac- E 
tivity. They bind to acidic groups on |. 
microorganisms, but their exact. site m 
of action is unknown.* a 
The mve Lu e system, atili a: 
ing hydrogen peroxide and superox- 
ide, remains the most important 
microbicidal activity studied to date. . 


HUMORAL IMMUNITY 


Although phagocytes are able to 
perform all functions without the aid 
of plasma proteins, two crucial phago- 
cyte functions involved with initial 
exposure to microorganisms are 
greatly enhanced and amplified by 
humoral factors. The opsonization of 
particles for phagocytosis and the 
chemotaxis of cells to sites of tissue ` 
injury are important functions en- 
hanced by the humoral immune sys- 
tem. The complement system plays a - 
direct role in both opsonization and... 
chemotaxis,^'^'" while the immuno- . 
globulin system (antibody) is directly ` 








initiate the complement cascade re- - 
sulting in production of chemotac- 
Danis ^ 

Chemotaxis of phagocytes has been 
greatly amplified by three products of 
complement system activation: Cha 
C3a, and the C5a,6,7 trimolecular 
complex. CSa is thought to be the. 
most potent of these fragments in 
attracting leukocytes to tissue sites. 
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Activation of either the classic or 


alternative Jrrroperdin) complement 
'pathways ean result in production of 
these three factors." Their exact 
mechanism of chemotaxis is not 
known, but they have similar chemical 
structures and activate serine ester- 
ases on phagocyte surfaces as an 
essential part of their chemotactic 
action." ’ Further, all chemotactic 
substances known to date have the 
common property of reducing the 
negative charge on the leukocyte 
surface. This property is reversible by 
hydrocortisone.” Dialyzable transfer 
factor,” kallikrein, and plasminogen 
aetivator" have some chemotactic 
properties not related to complement 
activation, but are less potent than the 
complement chemotactants. _ 
Another product of complement 
activation, C3b and IgG, are each 
capable of enhancing phagocytosis.'^ 
Opsonization may be generated by 
either the classical complement path- 
way (heat-stable) or the alternative 


s somplement pathway (heat-labile). If 


bacteria or erythrocytes are coated 


l H with IgG or C3b, their ingestion by 


phagocytes is greatly increased." 
This is particularly seen in the early 
.Stages of ingestion, where engulf- 
ment of microorganisms before they 
can proliferate is crucial to the host. 
Phagocytes have surface receptors for 
both C8b and IgG, which, acting alone, 
can enhance opsonization and togeth- 
er may augment each other's activi- 
ties.'^ 


CELL-MEDIATED IMMUNITY 


Nonantibody products of lympho- 
cytes, called lymphokines, also have 
the ability to enhance phagocyte func- 
— tion.*^" Although much less informa- 
tion is available on the interaction of 
the T lymphocyte system phagocyte 
system, there appear to be chemo- 
tactic factors produced by human 
lymphocytes for both MNLs'*" and 
PMNs." Enhancement of macrophage 
adherence," activation of intracellular 
metabolism," and enhanced bacteri- 
ostasis" have also been attributed to 
the lymphokines-migration inhibi- 
tion factor and macrophage activation 
factor. These two lymphokines may be 
one and the same." Lymphocytes, 
presumably T lymphocytes, free of 
antibody and the complement system 
may initiate chemotaxis of phago- 
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cytes and "activate" 


well (Table 2). 
DISORDERS OF MOBILITY 
Cellular Defects — 

Patients with faulty mobilization of 
their phagocytes often display cuta- 
neous findings (Table 3), and defects 
in phagocyte mobilization account for 
the majority of impaired phagocyte 
function reported to date. 

Lazy Leukocyte Syndrome.—Two un- 


related ehildren with recurrent low- 


grade fevers, gingivitis, stomatitis, 
and otitis media were found to have 
neutropenia and defective random 
movement and chemotaxis of their 
PMNs." These patients were unable 
to mobilize an apparently normal 
store of PMNs as detected by epineph- 
rine stimulation of the marginal pool 
and faulty cellular mobility in vitro. 

Chediak-Higashi Syndrome.—Chemo- 
taxis of both MNLs and PMNs was 
found to be defective in this auto- 
somal recessive syndrome of partial 
oculocutaneous albinism, neutropenia, 
recurrent pyogenic skin infections, 
and giant lysosomal granules in all 
lysosome-containing cells." Random 
movement, as measured by capillary 
tube migration, is normal in these 
patients, but random filter migration 
is depressed, suggesting, as men- 
tioned earlier, that these two assays 
measure certain different events in 
leukocyte movement. 

In addition to the chemotactic 
defect, a diminished early response to 
killing of streptococci, Staphylococcus 
aureus, and pneumococci was demon- 
strated in two patients with the 
Chediak-Higashi syndrome. Later 
bactericidal events were normal. 

It is unclear how the defective 
leukocyte movement and defective 
early bactericidal activity relate to the 
giant lysosomal granules found in the 
Chediak-Higashi syndrome. 

Familial Chemotactic Defect.— Three 
children with ichthyosis vulgaris and 
recurrent Trichophyton rubrum infec- 


tions, were studied by Miller and his 


colleagues." They discovered that 
these children had defective chemo- 
taxis of their PMNs but no difficulty 


in random movement. They did not 


have neutropenia and mobilized 
PMNs normally from their bone mar- 
row and in Rebuck skin windows, The 
fathers in both cases demonstrated 
similar chemotactic defects in their 


phagocytes as 


PMNs. | | 

Wiskott-Aldrich 
from patients with Wiskott-Aldrich 
syndrome were found to have defee- 


| Syndrome.—MNLs 


tive chemotaxis. ^ This disease is 
X-linked and characterized by throm- 
boeytopenia, eczema, and recurrent 
pyogenie infections. These boys had 
normal lymphocyte proliferation and 
excessive production of lymphocyte- 
derived chemotactic factor; however, 
their monocytes failed to respond to 
this factor. Lymphocyte-derived che- 
motactic factor from these patients 
also inhibited MNL and PMN chemo- 
taxis in blood from healthy patients. 
The authors postulated that high 
levels of lymphocyte-derived chemo- 
rid d d may deactivate mono- 
cytes. 

Acrodermatitis Enieinahica: -Two 
patients with acrodermatitis entero- 
pathiea were demonstrated to have 
defective MNL chemotaxis when they 
were zinc-deficient, which was cor- 
rected by nutritional zine supplemen- 
tation.» A third patient recently 
studied demonstrated defective che- 
motaxis of both PMNs and MNLs 
while zinc-deficient, a situation that 
was corrected with the addition of zinc 
in vitro. 

Melanoma.—Snyderman and co- 
workers" have demonstrated that 
patients with malignant melanoma 
have depressed monocyte chemotaxis 
that can be improved in some cases by 
BCG therapy. Early studies suggest 
that defective MNL chemotaxis might 
be a very important prognostic sign in 
melanoma. 

The  Hyperimmunoglobulinemia E 
Syndromes.—Several groups of pa- 
tients have been reported who have 
hyperimmunoglobulinemia E and de- 
fective chemotaxis of PMNs. Four 
clinical variants have been described, 
but all have in common elevated 
serum IgE levels and defective chemo- 
taxis. 

1. The first was in a 19-year-old girl 
who had mucocutaneous candidiasis 
and a lifelong history of pyogenic 
infections. She had an elevated serum 
IgE level and eosinophilia." Hill and 
Quie^ have also studied three similar 
patients-a 29-year-old man, a 20- 
year-old woman, and her l-year-old 
daughter. 

2. Hill and Quie then described 
three patients with chronic atopic 
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de 


nemia E, accompanied by recurrent 
superficial and deep abscesses of the 
scalp, buttocks, thighs, and trunk, 
suppurative lymphadenitis, cellulitis, 
and marked pruritus. 

3. Hill and his co-workers" then 


. reevaluated the patients described as 
— having Job syndrome, who had similar 


eo 


hyperimmunoglobulinemia E, atopic- 
like eczema and recurrent “cold” 
staphylococcal abscesses (no heat, few 


PMNs in smears of pus), red hair, and 


fair skin and found them to have 
defective PMN chemotaxis as well. 

4. Finally, a fourth group with 
severe staphylococcal abscesses, urti- 


caria, pruritus, or asthma, but without 


... eczema, was also found to have hyper- 
Coco  immunoglobulinemia E and defective 





 PMN chemotaxis.*' * 


The mechanisms of faulty chemo- 


5o taxis in these patients with hyperim- 
- munogilobulinemia E is not known. 


IgE from these patients does not 


inhibit chemotaxis of normal PMNs, 
but histamine did inhibit chemotax- 
is. A drug that blocks the H-2 
(second histamine) receptor on leuko- 
cytes, burimamide, did restore chemo- 
taxis in vitro. Investigations of serum 
IgE and neutrophil chemotaxis in 
patients with eczema and recurrent 
staphylococcal abscesses or moniliasis 
are warranted to ascertain the true 
incidence of these associations. 


Humoral Defects 


Defective Generation of Chemotac- 
tants.—Defective leukotaxis may be 
the result of faulty production of 
chemotactants rather than failure of 
leukocyte response. Ca, C3a, and the 


_ Cda,6,7 trimolecular complex of the 


complement system are the best- 


studied chemotactants to date. With 


improved assays of the complement 


- " system, several different complement 


~-eomponent deficiencies have 


| been 
identified that lead to faulty produc- 
tion of chemotactants (Table 4), re- 
sulting in poor attraetion of phago- 
cytes to needed tissue sites. 

Cir Deficiency.—Dermatitis, necro- 
tizing vasculitis, increased suscepti- 
bility to pyogenic infections, and renal 
disease have been found in patients 
with Clr deficiency.”* In two fami- 


- lies with this constellation of diseases, 
delay in the production of chemotactic 
.. complement components occurred af- 


...—. Arch Dermatol—Vol 112, Nov 1976 





rmatitis and hyperimmunoglobuli- 


Table 3.—Defective Leukotaxis and Cutaneous Disease 


Disease 
Lazy leukocyte 
syndrome" 


Chediak-Higashi 
syndrome” 


Gingivitis, stomatitis 


Partial albinism, recur- 
rent pyodermas 


Familial chemo- 
tactic defect? 


ichthyosis vulgaris, 


rubrum infection 


Wiskott-Aldrich 
syndrome" recurrent pyogenic 


infections 


Acral dermatitis, 
alopecia, chronic 
moniliasis 

Malignant Pigmented nodules, 
Melanoma’*’ etc 


Hyperimmuno- 
globulinemia E 
syndromes 

Chronic muco- 
cutaneous 
candidiasis’ ^ 

Atopic 
dermatitis^*^? 


Acrodermatitis 
enteropathica” 


pyodermas 


Flexural eczema, pyo- 
dermas 


Job syndrome? Red hair, eczema, "cold" 


staphylococcal 
 abscesses 


Staphylococcal Urticaria, pyodermas 
abscesses* * 


Cutaneous Findings 


chronic Trichophyton 


Eczema with petechiae, 


Oral and nail moniliasis, 


Leukocyte Leukocyte 
Random Chemo- 
Mobility taxis 


Decreased Decreased 


Other Findings 
Persistent fever, 
neutropenia 
Giant lysosomal 

granules, 
neutropenia 


Normal / Decreased 


decreased 


Normal Decreased 


Thrombocytopenia 


Decreased 


Diarrhea, failure Normal Decreased 
to thrive, zinc 
deficiency 


Normal Decreased j 


Increased IgE, Normal Decreased. 
eosinophilia ; ANE 


Increased IgE, ^ Normal Decreased 
suppurative 


dermatitis 


Increased igE | Decreased 


increased igE — Normal Decreased: ——. 
with or without as 


asthma 





Table 4.—Cutaneous Diseases and Defective Generation of Chemotactants 


Necrotizing vasculitis 


Lupus erythematosus 
like syndrome 


Repeated pyogenic infections 


Lupus erythematosus 


ter endotoxin activation of the pa- 
tient's serum, even though endotoxin 
activates both the classic and alterna- 
tive pathways. The clinical suscepti- 
bility of such patients to pyogenic 
infections reinforces the comcept that 
the early events of attracting and 
activating phagocytes at the site of 
bacterial invasion into tissue is crucial 
in the ultimate success or failure of 
bacterial invasion. 

C2 Deficiency.—A variety of lupus- 
like and collagen vascular-hke syn- 
dromes have been reported with C2 
deficiency and an increased incidence 
of bacterial infections, although many 
such patients have no symptoms.*** 
As found in patients with Clr defi- 
ciency, C2-deficient serum demon- 
strates à delay in generation of 





Cir deficiency? * 
C2 deficiency” 


C3 deficiency 
Homozygous*? 
Type | hypercatabolism'*" 
Type li hypercatabolism”™ ” 


Leiner disease C5 dysfunction *'* 


C5 deficiency” 


chemotactants." 

C3  Deficiency.- Three separate 
mechanisms resulting in C3 depletion 
have been described: (1) homozygous : 
C3 deficiency, (2) type I hypercatab- 
olism of C3, and (3) type II hyperea- 
tabolism of C3. 


Homozygous C3 Deficiency.—Reeur- — 


rent bacterial pneumonia, otitis me- 
dia, paronychia, and impetigo are seen 


in this disease. Impetigo is due to |. 


Streptococcus pyogenes, and the pneu- 
monia is usually caused by Diplococcus 
pneumoniae and Klebsiella. Chemo- 
taxis as well as phagocytosis was 
defective in these patients." Failure 
of synthesis of C3 occurs in such 
patients, and addition of C3 to their . 
serum in vitro corrects the defect. m 

Type I Hypercatabolism of C3.-A > 
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TM of. the: 3b” 
results n. pU coe activation of the 
.properdin sfstem (alternative path- 
way) and consumption of C3." This, 
in turn, leads to faulty generation of 
chemotaetants (C3a) and opsonins 
(C3b) for phagocytes. A 28-year-old 
man with this disorder was reported 
-. to have a lifelong history of suscepti- 
. bility to pyogenic infections with Str 
“pyogenes and: Hemophilus influenzae. 
. Addition of C3 to the serum of such 
patients does not correct the defect, 
“since the.added C3 is rapidly con- 
E sumed. Infùsion of purified C3b inac- 
a tivator corrected the defects.” 






ED Type II Hypercatabolism of C3.—A 


proteolytic enzyme, a C3ase, has been 
reported in a 34-year-old woman with 
depleted serum C3, partial lipodystro- 
phy, and recurrent episodes of pneu- 
monia and meningitis.” “78 This pa- 
~ tent. -also suffered from membrio: 

P proliferative glomerulonephritis. Ad- 


. dition of C3 to her serum also failed to 
. =, correct the defect. 


., CS Dysfunction.-Some of the in- 
. ; fants described with Leiner's disease 
undoubtedly fall into the category of 
C5 dysfunction. Such patients exhibit 
failure to thrive, diarrhea, and a 
severe generalized dermatitis thought 
to resemble seborrhea clinically." ^ 
Such patients often have severe 
Gram-negative infections such as 
pneumonia and enteritis. Susceptibili- 
ty to Candida albicans has also been 
noted. In two families studied thus 
far, C5 was present in their serum, but 
was not “functional” in that it failed 
to enhance opsonization of baker's 
yeast by PMNs and failed to generate 
C5a chemotactic factors. Replacement 
of C5 by fresh plasma infusion has 
been lifesaving in such patients. ^ A 
more careful immunologic evaluation 
of patients with Leiner disease is 
warranted to help unravel the host 
defense defects in this disease. 

C5 Deficiency.—Severe pyogenic in- 
fections and a lupus-like syndrome 
have been associated with C5 deficien- 
cy. ^ Chemotaxis is defective in 
patients who do not synthesize C5. 
They have normal opsonization of 


.. baker's yeast, however. 


PHAGOCYTOSIS 


Isolated defects in phagocytosis 
alone have not been noted in either 
PMNs or MNLs. With other phago- 
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inser ~~ cyte defects present, it is impossible 


to determine whieh deficit is respon- 
sible for the altered host response to 
infections. Only a few cases of phago- 
cytic defects have been reported. 


Pyoderma Gangrenosum 


Miller and Dooley” described two 
siblings with pyoderma gangrenosum 
who had impaired phagocytosis and 
random mobility, but normal chemo- 
taxis. The relationship of the phago- 
cytie defect to the clinical disease is 
unclear in these two patients. 


“Cold” Abscesses 


Boxer and his colleagues™ studied 
an infant with recurrent bacterial 
abscesses that did not produce pus. 
Random migration was slow in this 
patient, and he had severely depressed 
phagocytosis. Biochemical investiga- 
tion disclosed failure of intracellular 
actin polymerization, suggesting that 
this substance is necessary for locomo- 
tion and ingestion. Similarly, DeCree 
and his collaborators’ studied chil- 
dren with “cold” staphylococcal skin 
abscesses, chronic bronchial infil- 
trates, and hyperimmunoglobuline- 
mia E. These patients also had 
depressed yeast phagocytosis. 

Defective phagocytosis and chemo- 
taxis by PMNs has also been noted 
with hypophosphatemia during hyper- 
alimentation," in newborn infants," 
following cranial injury," and asso- 
ciated with defective PMN-killing in 
an adult with staphylococcal osteo- 
myelitis.^ None of these patients had 
cutaneous manifestations. 

Despite rapid advances in the tech- 
niques of evaluating phagocytosis,“ 
few defects have been uncovered to 
date. 


Microbicidal Defects 


Chronic Granulomatous Disease.— 
The best-studied of all phagocyte 
diseases is chronic granulomatous dis- 
ease (CGD). This was first demon- 
strated to show an X-linked inheri- 
tance, and indeed, most patients 
reported have had X-linked disease." 
These boys usually present in infancy 
with eczema, particularly around the 
mouth. The eczema often progresses 
to granulomatous lesions, accompa- 
nied by cervical adenitis and chronic 
blepharitis. Bronchopneumonia 
appears soon, as do osteomyelitis and 












abscesses of the liver and other intr 
abdominal organs. 
rhea and stomatitis with ulcers are 
seen 30% of the time."* Staphylo- 
coccus aureus and pathogens of nor- 
mally low virulence, such as Serratia 
marcescens, are the invading microor- 
ganisms.**' These children are resis- 
tant to pyogenic bacteria such as Str 
pyogenes or pneumococcus. It was 
found that bacteria containing perox- 
ide were killed normally by PMNs 
from these patients, and those that 
lacked peroxide were not killed.’ 

This finding has prompted intense 
investigation into the microbicidal 
mechanisms of phagocytes, and the 
following metabolic events have been 
determined. A reduction of oxygen, 
requiring pyridine-nucleotide, takes 
place when phagocytes contact acti- 
vating agents, ie, endotoxin. Follow- 
ing this, oxygen uptake increases, su- 
peroxide and hydrogen peroxide are 
released, and glucose utilization via 
the hexose monophosphate shunt is 
increased. These metabolic changes 
have been termed the “respiratory 
burst.” PMNs from patients with 
chronic granulomatous disease fail to 
carry through this respiratory burst 
due to failure of the pyridine-nucleo- 
tide NADPH oxidase." Although 
there is still controversy as to whether 
this enzyme rather than NADH 
oxidase is involved, much has been 
learned about the microbicidal system 
from the CGD model. 

Carrier mothers from CGD patients 
demonstrate only 50% normal killing, 
but do not have difficulty with infec- 
tions? A cutaneous clue to CGD- 
carrier mothers may be the presence 
of discoid lupus erythematosus, since 
a number of such cases have now been 
reported." However, a prospective 
study of patients with discoid lupus 
erythematosus has failed to turn up 
carriers for CGD." 

In an autosomal recessive variant, 
women with CGD also failed to 
produce a respiratory burst with their 
PMNs, but unlike the men with 
X-linked inheritance, a different en- 
zyme, gluthathione peroxidase, was at 
fault.” 

Eczema, diarrhea, chronic adenopa- 
thy, and failure to thrive should also 
suggest CGD. 

G-6-PD Deficiency.—Severe glucose- 
6-phosphate dehydrogenase (G-6-PD) 
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Persistent diar- ' 















Ww, deficiency may involve enzyme-defi- 
. cient PMNs as well as erythrocytes. A 


picture similar to CGD is noted with a 
failure to produce the respiratory 
burst seen in CGD. Most patients with 
G-6-PD deficiency have normal neu- 
trophil killing, but there are several 
reports now of patients with this 


.disease who have faulty neutrophil 


killing and increased susceptibility to 
infections." 

Myeloperoxidase Deficiency.— 
Chronic candidasis has been seen in 
myeloperoxidase deficiency. PMNs 
from patients with this deficiency 
demonstrate deficiency during the 
early stages of microbicidal activity 
(the first 30 minutes) but correct 
activity thereafter. Chronic mucocuta- 


. .neous candidiasis is the only cuta- 


neous sign noted in this deficiency.” 
.. Chediak-Higashi Syndrome.—In addi- 
tion to the chemotactic defect,” 
patients with the Chediak-Higashi 
syndrome also demonstrate faulty 
bactericidal activity." Although 
it is not certain which defect is the 
most important, these patients do 
demonstrate severe episodes of recur- 
rent cutaneous abscesses. The large 
granules present in the PMNs” as 
well as other granule-containing cells 
may have faulty degranulation and 
poor delivery of lysosomal enzymes 
into phagocytic vacuoles."* The res- 
piratory burst of metabolic activity is 
normal or often increased in apparent 
compensation for poor lysosomal 
granule activity.” 


This investigation was supported in part by a 
grant from the National Live Stock and Meat 
Board, and grant RR-69 from the General Clin- 
ical Research Centers Program of the Director of 
Research Resources, National Institutes of 
Health. 
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250 mg Gris-PEG (griseofulvin ultramicrosize) 
* (2x 125 mg tablets) 


250 mg Gris-PEG (qriseofulvin ultramicrosize) 
(2x 125 mg tablets) b.i.d. 
500 mg griseofulvin (microsize) tablets b.i.d. 


PLASMA CONCENTRATIONS 


e 500 mg griseofulvin (microsize) tablets 
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HOURS 


Based on a single dose double-blind bioavailability study 
conducted in 24 human volunteers comparing the average 
griseofulvin (microsize) and Gris-PEG plasma levels, There is 
nosignificant difference between peak plasma levels, times to 
peak, and areas under the curve. Gas chromatographic assay. 


HOURS 


Based on a double-blind multiple dose steady state crossover 
bioavailability study conducted in 17 human volunteers 
comparing the average griseofulvin (microsize) and Gris-PEG 
plasma levels obtained on days 9, 11 and 13. There is no 
significant difference between times to peak, peak plasma levels, 
and areas under the curve. Gas chromatographic assay. 


250 mg of Gris-PEG™ (griseofulvin ultramicrosize) 
provides plasma levels equivalent to those obtained 
with 500 mg of microsized griseofulvin. This factor 
permits the oral intake of half as much griseofulvin but 
there is no evidence, at this time, that this confers any 
significant clinical differences in regard to safety and 
efficacy. 

The daily dosage of Gris-PEG for most fungal infections 
is 250 mg. Gris-PEG Tablets give you the flexibility of 
once-a-day or b.i.d. dosage. And you give the patient 
the same effectiveness at a lower cost. 

Gris-PEG is available as 125 mg tablets. 


Gri; PEG 
(griseofulvin 
ultramicrosize) 


Tablets 125 mg 


from DORSEY LABORATORIES 
Division of Sandoz, Inc. 


For complete prescribing information, 
see following page. 





p. 


kd 


Gris- PEG 


griseofulvin 


ultramicrosize) Tablets 






125 mg 


DESCRIPTION - 


Griseofulvin is an antibiotic derived 


from a species of Penicillium. 


p .Gris-PEG. is an ulttamicrocrystalline 
‘Solid-state dispersion of griseofulvin 
in polyethylene glycol 6000. 


Gris-PÉG. tablets differ from griseo- 


fulvin (microsize) tablets USP in that 
each tablet contains 125 mg of ultra- 


5» microsize griseofulvin biologically 
. equivalent to 250 mg of microsize 


griseofulvin. 


ACTION 

Microbiology? Griseofulvin is fungi- 
static with in vitro activity against vari- 
ous species of Microsporum, Epider- 


, mophyton and Trichophyton. It has 


no. effect on bacteria or other genera 
of fungi. 


Human Pharmacology: The peak plas- 
ma level found in fasting adults given 
0.259 of Gris-PEG occurs at about 
four hours and ranges between 0.37 
to 1.6 mcg/ml. 


Comparable studies with microsize 
griseofulvin indicated that the peak 
plasma level found in fasting adults 
given 0.5 g occurs at about four 
hours and ranges between 0.44 to 1.2 
meg/ ml. 


Thus. the efficiency of gastrointestinal 
absorption of the ultramicrocrystalline 
formulation of Gris-PEG is approxi- 
mately twice that of conventional 
microsized griseofulvin. This factor 
permits the oral intake of half as much 
griseofulvin per tablet but there is no 
evidence. at this time, that this confers 
any significant clinical differences in 
regard to safety and efficacy. 


Griseofulvin is deposited in the keratin 
precursor cells and has a greater affin- 
ity for diseased tissue. The drug is 
tightly bound to the new keratin which 
becomes highly resistant to fungal 
invasions. 


INDICATIONS 


Gris-PEG (griseofulvin ultramicrosize) 
is indicated for the treatment of the 
following ringworm infections: 


Tinea corporis (ringworm of the body) 
Tinea pedis (athlete's foot) 

Tinea cruris (tingworm of the thigh) 
Tinea barbae (barber's itch) 

Tinea capitis (ringworm of the scalp) 
Tinea unguium (onychomycosis; ring- 
worm of the nails) 


when caused by one or more of the 
following genera of fungi: 


Trichophyton rubrum 
Trichophyton tonsurans 
Trichophyton mentagrophytes 
Trichophyton interdigitalis 
Trichophyton verrucosum 
Trichophyton megnini 
Trichophyton gallinae 
Trichophyton crateriform 
Trichophyton sulphureum 
Trichophyton schoenieini 
Microsporum audouini 
Microsporum canis 
Microsporum gypseum 


ew  tpidermophyton floccosum 


" The] /2 dose griseofulvin. 


NOTE: Prior to therapy, the type of 
fungi responsible for the infection 
should be identified. 


The use of the drug is not justified in 
minor or trivial infections which will 
respond to topical agents alone. 


Griseofulvin is not effective in the fol- 
lowing: 

Bacterial infections 
Candidiasis (Moniliasis) 
Histoplasmosis 

Actinomycosis 

Sporotrichosis 
Chromobiastomycosis 
Coccidioidomycosis 

North American Blastomycosis 
Cryptococcosis (Torulosis) 
Tinea versicolor 

Nocardiosis 


CONTRAINDICATIONS 


This drug is contraindicated in pa- 
tients with porphyria, hepatocellular 
failure, and in individuals with a his- 
tory of sensitivity to griseofulvin. 


WARNINGS 


Prophylactic Usage: Safety and Effi- 
cacy of Griseofulvin for Prophylaxis of 
Fungal infections Has Not Been Estab- 
lished. 


Animai Toxicology: Chronic feeding of 
griseofulvin, at leveis ranging from 
0.5-2.5% of the diet, resulted in the 
development of liver tumors in several 
strains of mice, particularly in mates. 
Smaller particle sizes result in an en- 
hanced effect. Lower oral dosage tev- 
eis have not been tested. Subcutane- 
ous administration of relatively smail 
doses of griseofulvin, once a week. 
during the first three weeks of life has 
aiso been reported to induce hepato- 
mata in mice. Although studies in other 
animal species have not yielded evi- 
dence of tumorogenicity, these studies 
were not of adequate design to form 
a basis for conclusions in this regard. 


in subacute toxicity studies. orally ad- 
ministered griseofulvin produced 
hepatoceliular necrosis in mice, but 
this has not been seen in other spe- 
cies. Disturbances in porphyrin metab- 
olism have been reported in griseoful- 
vin treated laboratory animals. Griseo- 
fulvin has been reported to have a 
coichicine-like effect on mitosis and 
cocarcinogenicity with methyicholan- 
threne in cutaneous tumor induction 
in laboratory animals. 


Usage in Pregnancy: The safety of this 
drug during pregnancy has not been 
established. 


Animal Reproduction Studies: It has 
been reported in the literatura that 
griseotulvin was found to be embryo- 
toxic and teratogenic on oral adminis- 
tration to pregnant rats. Pups with 
abnormalities have been reported in 
the litters of a few bitches treated with 
griseofulvin. Additiona! animal repro- 
duction studies are in progress. 


Suppression of spermatogenesis has 
been reported to occur in rats, but in- 
vestigation in man failed to confirm 
this. 





PRECAUTIONS 


Patients on prolonged therapy with 
any potent medication should be 
under close observation. Periodic 
monitoring of organ system function, 
including renal, hepatic and hema- 
topoietic, shouid be done. 


Since griseotulvin is derived from spe- 
cies of penicillin, the possibility of 
cross sensitivity with penicillin exists; 
however, known penicillin-sensitive 
patients have been treated without 
difficulty. 


Since a photosensitivity reaction is oc- 
casionally associated with griseofulvin 
therapy, patients should be warned to 
avoid exposure to intense natural or 
artificial sunlight. Should a photosen- 
sitivity reaction occur. lupus erythe- 
matosus may be aggravated. 


Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that 
patients receiving these drugs con- 
comitantly may require dosage adjust- 
ment of the anticoagulant during and 
after griseofulvin therapy. 


Barbiturates usually depress griseo- 
fulvin activity and concomitant admin- 
istration may require a dosage adjust- 
ment of the antifungal agent. 


ADVERSE REACTIONS 


When adverse reactions occur, they 
are most commonly of the hypersensi- 
tivity type such às skin rashes, urti- 
caria, and rarely, angioneurotic edema, 
and may necessitate withdrawa! of 
therapy and appropriate countermea- 
sures.Paresthesias of the hands and 
feet have been reported rarely after 
extended therapy. Other side effects 
reported occasionally are oral thrush, 
nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue. dizziness. 
insomnia, mental confusion and im- 
pairment of performance of routine 
activities. 


Proteinuria and leukopenia have been 
reported rareiy. Administration of the 
drug should be discontinued if granu- 
locytopenia occurs. 


When rare, serious reactions occur 
with griseofulvin, they are usually as- 
sociated with high dosages. long pe- 
riods of therapy, or both. 


DOSAGE AND ADMINISTRATION 


Accurate diagnosis of the infecting 
organism is essential. identification 
should be made either by direct micro- 
scopic examination of a mounting of 
infected tissue in a solution of potas- 
sium hydroxide or by culture on an 
appropriate medium. 


Medication must be continued until 
the infecting organism is completely 
eradicated as indicated by appropriate 
clinical or laboratory examination. 
Representative treatment periods are 
~ tinea capitis, 4 to 6 weeks; tinea cor- 
poris, 2 to 4 weeks; tinea pedis, 4108 
weeks; tinea unguium — depending on 
rate of growth — fingernails, at least 4 
months; toenails, at least 6 months. 


Genera! measures in regard to hygiene 
should be observed to control sources 


of infection or reinfection. Concomi- 
tant use of appropriate topical agents 
is usually required particularly in treat- 
ment of tinea pedis. In some forms of 
athlete's foot, yeasts and bacteria may 
be involved as well as fungi. Griseo- 
fulvin will not eradicate the bacterial 
or monilia! infection. 


An oral dose of 250 mg of Gris-PEG 
(griseofuivin ultramicrosize) is 
biologically equivalent to 500 mg of 
griseofulvin microsized, USP (see 
ACTION Human Pharmacology). 


Adults: A daily dose of 250 mg will give 
a satisfactory response in most pa- 
tients with tinea corporis, tinea cruris 
and tinea capitis. One 125 mg tablet 
twice per day or two 125 mg tablets 
once per day is the usual dosage. For 
those fungus infections more difficult 
to eradicate such as tinea pedis and 
tinea unguium, a divided daily dose of 
500 mg is recommended. in ali cases, 
the dosage should be individualized. 


Children: Approximately 5 mg per kilo- 
gram (2.5 mg per pound) of body 
weight per day is an effective dose for 
most children. On this basis, the fol- 
lowing dosage schedule for children 
is suggested: 


e 
Children weighing over 25 kilograms 
(approximately 50 pounds)- 125 mg 
to 250 mg daily. 


Children weighing 15-25 kilograms 
(approximately 30- 50 pounds) —62.5 
mg to 125 mg daily. 


Children 2 years of age and younger ~ 
dosage has not been established. 


Dosage should be individualized, as is 
done for adults. Clinical experience 
with griseofulvin in children with tinea 
capitis indicates that a single daily 
dose is effective. Clinical relapse will 
occur if the medication is not contin- 
ued until the infecting organism is 
eradicated. 


CAUTION 
Federal law prohibits dispensing with- 
out prescription. 


HOW SUPPLIED 


Gris-PEG (griseofulvin ultramicrasize) 
Tablets differ from griseofulvin (micro- 
size) tablets USP in that each tablet 
contains 125 mg of ultramicrosize 
griseofulvin biologically equivalent to 
250 mg of microsized griseofulvin. Two 
125 mg tablets of Gris-PEG are bio- 
logically equivalent to 500 mg of micro- 
sized griseofulvin. in bottles of 100 
scored tablets. 


Dorsey 
LABORATORIES 


Division of Sandoz, Inc . 
LINCOLN, NEBRASKA 68501 
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1. EXZIT Medicated Cleanser 


(colloidal sulfur, salicylic acid) 


...morning and night 
2. EXZIT Medicated Creme 


p. WI 407 (1149) 


(colloidal sulfur, resorcinol monoacetate) EXIT! to "exit acne... | 
...all day, after cleansing keeps the skin medicated day and night 
3. EXZIT Medicated Lotion C] helps dry and peel acne blemishes 
(colloidal sulfur. resorcinol monoacetate) | | dries QXGCOSS skin oils 
...all night, after cleansing C] cosmetically neat... pleasantly fragran 
Dome Laboratories 


Ask your Dome Representative for EXZIT Patient Starter Samples. mln. Doce eile HOS Ie TI 


for dry and itchy winter skin... 


non-alkaline, soap-free, 
not only cleans but 
helps keep moisture in. 


Here's why EMULAVE satisfies patients... and you: 


* More available natural emollients 
than any other cleansing bar. 
EMULAVE is enriched with 2996 
skin-softening emollients, 
which help replenish skin lipids 
and provide the protective 
coating that seals in normal skin 
moisture. 


* Contains no soap. A special skin- 
tested synthetic agent provides 
the cleansing and sudsing action... 
with minimal drying effect. 


* Contains 30% AVEENO Colloidal 
Oatmeal for soothing, anti- 
pruritic, anti-inflammatory action. 


* EMULAVE pH approximates 


that of normal skin. 


Available in 3-oz. bars. 


OO Cooper Laboratories, Inc. 
Wayne, N.J. 07470 
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* Results - of bi blood. chemistry studies 
sing an automated. multiple analysis 


vm - System and. blood cell counts for 325 


4... patients receiving long-term low-dosage 
(oos tetracycline hydrochloride therapy contin- 

<- uously for three years or longer revealed 
minimal changes in all but one patient. 


"This patient developed a transient hyper- — 
<o bilirubinemia with mild jaundice while. 


P. : taking | 500 mg of tetracycline daily. 
| (Arch Dermatol 112: 1603-1605, 1976) 


C ystemically sinners tetracy- 














-nal monilial infections are the most 
frequent untoward responses, ‘serious 
side effects appear to be rare.** There 
are a few reports of abnormal effects 
t f tetracycline on the kidneys, liver,“ 
-and blood cell count,™! but these have 
— usually been attributed to high doses 
Of the drug or administration in 
elderly or pregnant patients. How- 
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cline hydrochloride is a commonly 
used effective medication for the 

treatment of aene vulgaris.’ The drug 

^ is frequently used in relatively low - 

. . doses for many months and. at times | 
<: several years. Though nausea, gas- 

E ointestinal disturbances, and vagi- 


ever, examination of potential sys- 
temie toxicity in a large series of 


patients receiving tetracycline during - 


a prolonged period has not been 
reported to date. I present an evalua- 
tion of blood cell counts and results of 
blood chemistry studies using an auto- 


mated multiple analysis system in 325 


patients who have been taking tetra- 
eycline hydrochloride for three years 
or longer. 
PATIENTS AND METHODS 
Patients and Drug Dosage 


The patients included 113 male and 212 
female patients who had been taking tetra- 


eycline hydrochloride without major inter- 


ruption for at least three years at the time 


| of .the initial laboratory examinations. 
Thirty-three of these patients had taken 
the drug for between eight and 13 years. If 


a patient had discontinued tetracycline 
therapy for no longer than two to three 
months, as was common during the 
summer in acne patients, this patient was 
still included in the series. Three hundred 
twelve patients had acne vulgaris, and 13 
patients had other chronic skin infections 
such as acne rosacea, folliculitis, furunculo- 
sis, stasis dermatitis, and chronic cellulitis. 
The majority of the patients were in their 
late teens and early 20s, although 37 were 
over the age of 40 years. The youngest 
patient (one) was 12 years old and the 
oldest (one patient with folliculitis of the 
scalp) was 76 years old. 

The maintenance drug dosage was 
primarily 250 mg of tetracycline twice a 
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BET 


day, with a few patients taking 200 mga” 
day; three patients received 250 mg every > — 
other day. For 114 patients with stubborn 
or severe acne, the dosage was 750 oF 1,000 = 


mg a day for varying periods. However, the 
amount of medication varied from. patient 
to patient and at different times, as 18 
usual i in the treatment of acne, « 


Laboratory Studies a 


Blood chemistry studies were done using = 
an automated multiple analysis system. 
Commercial standards were used to set 
values on the individual tests at the begin- <.. 
ning of a run, and a standard was inserted - 


after each ten unknown serum samples to 


check or recalibrate the instrument. These 
tests were done primarily in the laboratory 


in my office building, but if not conve- 
nient, the patient went elsewhere for the 
tests. The tests were performed at varyin 
hours of the day and only rarely we 
performed on a fasting patient. The 
studies determined serum levels of cal- 
cium, inorganic phosphorus, glucose, urea 
nitrogen (BUN), uric acid, cholesterol, total 


protein and albumin, total bilirubin, alka- 
lactic dehydrogenase . 
(LDH), and glutamic oxaloacetic transami- ^^ 
nase (SGOT). Evaluations of the hemoglo- — 


line phosphatase, 


bin level, hematocrit reading, white blood 


cell count, and differential count were also ~ : * 


done on each patient. 


The question of “normality” of blood - a 
chemistry test results has been the subject — 
of numerous studies.^' In evaluating a ` 
routine screening series of tests such as 
MD (oral ^. 
communication, January 1975) was of the. x 


this series, Richard O'Kell, 
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. opinion that three standard deviations 
could be used with the mean figures from 
the tables presented in his article.” 

Two hundred twelve patients had one 
series of tests, 83 had two series, 22 had 
three series, seven had four series, and one 
had eight series of tests performed. The 
multiple repeated tests were usually done 
at yearly intervals after the first series. 


RESULTS 


All of the test results were within 
normal limits with the following 
exceptions. 

One patient had high serum caleium 
-and alkaline phosphatase levels. This 
woman was tested on her first visit to 
my office. She had previously been 
receiving 500 to 1,000 mg of tetracy- 
cline hydrochloride a day for four 
years. She was found to have a para- 
thyroid adenoma. This was removed, 
and on continued tetracycline therapy 
. one year later, she had normal serum 
values. 

©- A 41-year-old woman had a slightly 
elevated serum calcium level initially, 
which was normal on retesting nine 


E ¿> months later. 


One patient had a low (2.2 mg/100 


ml inorganic phosphorus level on her 
v second test (not on her initial exami- 


nation). 

Four patients had abnormal BUN 
determinations. One of these patients 
(age 22), who had values of 30, 27, 31, 
and 26 mg per 100 ml (normal, 4.6 to 
20.44 mg/100 ml) on four different 





Case/Sex/Age, yr* 
1/M/22 


4/M/26 
5/M/28 
6/M/16 
7/M/19 


9/F/22 
10/F/18 
11/F/ 17 






14/F719 





16/F/17 


Total Serum Bilirubin Levels, mg/100 ml | 


2/M/22-24 Ni 
3/M/17 1.95 


15/M/19-23 1 70 





occasions, showed no evidence of renal 
disease on further evaluation, includ- 
ing a creatinine clearance study. The 
BUN values were 26, 23, and 22.5 mg 
per 100 ml in the other three patients 
in whom only one test was done. 

The serum cholesterol level was 
elevated in one patient with pheno- 
type II hyperlipoproteinemia. 

Sixteen patients had abnormal total 
bilirubin values (Table). Of the 13 
patients with abnormal bilirubin val- 
ues initially, seven were normal on the 
second or third study. Three addi- 
tional patients with normal values 
initially had abnormal findings on the 
second tests. One of these was normal 
on the third test and another (Table, 
case 2) continued to have slightly 
elevated values, which his internist 
did not consider clinically significant. 
The other patient was not retested. 

One 17-year-old girl (case 11), did 
develop a mild jaundice and increased 
total bilirubin levels after taking 250 
to 500 mg of tetracycline hydrochlo- 
ride daily for five years. When she 
was taking 250 mg per day, her bili- 
rubin level was 1.2 mg/100 ml. Follow- 
ing an increase to 500 mg daily, she 
developed a mild jaundice and had a 
total serum bilirubin level of 2.1 mg/ 
100 ml. This level returned to normal 
when she discontinued taking the 
drug, increased when she took the 
medieation again, and then returned 
to normal after stopping it for a 


No. of Test 
















*Some ages reflect the range of time during which the patient was tested. 
FN, normal findings. 
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patients—10% to 14% 


second time. She was thought to have | 
a tetracycline-induced hyperbilirubi- 


nemia. Other liver function study 
results were normal. 


Sixteen patients had persistently 


elevated alkaline phosphatase values. 
Of these, ten had elevations below 110 
mU/ml. One 15-year-old girl had a 
pretetracycline level of 254 mU/ml, 


which on two subsequent tests de-' 


creased to 235 and 168 mU/ml while 
she was taking the drug (normal, 1 to 


95 mU/ml). She was also taking chlor- 


diazepoxide hydrochloride (Librium) 
at the time. 

Five patients had levels between 
111 and 119 mU/ml; on three tests, 
one 41-year-old patient had values of 
148, 170, and 149 mU per milliliter, 
respectively. He was taking 500 to 
1,000 mg of tetracycline a day as well 
as acetohexamide, primidone, and 
phenytoin for diabetes mellitus and 
convulsions. 

One woman had a hemoglobin level 
greater than 15 gm/100 ml (normal, 11 
to 15 gm/100 ml) and one man had a 
value greater than 18 gm/100 ml (nor- 
mal, 12 to 17 gm/100 ml). This latter 
individual had these high hemoglobin 
values before starting the tetracycline 
therapy. Two patients had persistent- 
ly increased hematocrit levels (one 
was the man with an elevated hemo- 
globin level). 

The white blood cell count was 
normal (4,000 to 11,000/cu mm) in 320 
of the patients. One patient had a 
slightly low count of 3,900/cu mm. 
Four were persistently high (11,300 to 


14,150). The patient with the 14,150 


count had a chronically infected pilo- 
nidal cyst. One patient had a slightly 
low lymphocyte eount of 1356 on one 
occasion (normal, 15% to 60%). The 
monocyte counts were high in nine 
6 (normal, 0% to 
975). Only one examination was done 
in seven of these patients. One indi- 
vidual had an unexplained eosino- 
philia of 8% (normal, 0% to 6%) and 
one had a basophil count of 4% (nor- 
mal, 0% to 2%). 


COMMENT 


From the outset, it is clear that this 
study suffers from being retrospec- 
tive in nature. In addition, the tetra- 
cyeline dosage schedules were varia- 
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v ble,- aa correlation. with the 
- amount of therapy and the laboratory 
» findings somewhat unclear. However, 
.— the results do reflect the usual course 
re of treatment used for acne under clin- 







-ical conditions and thus should supply 
-': some useful information. 

From the results of this. study it 

. would appear that long-term tetracy- 


^ cline therapy has no substantial- 
-. adverse effects on the body systems 


" "related to serum values for calcium, 
^. -inorganic phosphorus, uric acid, cho- 

: lesterol, total protein, albumin, LDH, 
‘OT, hemoglobin, hematocrit, total 
ite blood cell count, neutrophils, 
mphocytes, monocytes, eosinophils, 
phils. The glucose test was 
isidered important since the 
rere. {done without. regard to 












“Open to discussion : are ‘the systems 
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refleeted by the abnormal levels of 
BUN, total serum bilirubin, and serum 
alkaline phosphatase. At present, the 
weight of evidence indicates that the 
inereased BUN levels in four of the 
329 patients are not related to a 
substantial impairment of renal func- 
tion by the long-term tetracycline 
therapy. 

Of the 16 patients with high 
alkaline phosphatase levels, ten had 
minimally elevated levels that were 
most likely not clinically significant, 
one was associated with intake of 
acetohexamide, which has been re- 
ported to produce high alkaline phos- 
phatase levels, and one patient had 
increased values before therapy, 
which actually were less elevated 
after three years of tetracycline 
hydrochloride treatment. Four pa- 
tients had levels between 111 and 119 
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renal systems. 


















mU/ml, which may or may not be 
clinically signifieant. E 
The eight patients with persistent . 
elevations in total bilirubin values — 
liver function may | 
require more study. One patient didin- 
fact develop jaundice, which appeared 
to be related to the tetracycline ther- 
apy. It will be necessary to examine 
the problem prospectively and to 
evaluate direct and indirect. bilirubin 
levels to more clearly define this 
potential hepatie effect, which oe- 
curred in 2.5% of the patients exam- 
ined in this study. | 
The results of the present study 
support the concept that in general. 
long-term tetracycline hydrochloride 
therapy is a safe treatment modali 
It will be necessary to fur 
evaluate the effect on the hepatic and. 
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with Strong emotional overlay 


Atarax 


(hydroxyzine hydrochloride) 


TABLETS: 10 mg, 25 mg, and 50 mg 


rapid antianxiety action 
aenmonstrated antihistaminice activity 


Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when administered to the 
pregnant mouse, rat, and rabbit, induced fetal abnormalities in the rat at doses substantially above 
the human therapeutic range. Clinical data in human beings are inadequate to establish safety in 
early pregnancy. Until such data are available, hydroxyzine is contraindicated in early pregnancy. 


Precautions: Hydroxyzine may potentiate the action of central nervous system depressants 
such as meperidine and barbiturates. In conjunctive use, dosage for these drugs should be 
reduced. Because drowsiness may occur, patients should be cautioned against driving a car or 
operating dangerous machinery. 


Adverse Reactions: Drowsiness may occur; if so, it is usually transitory and may disappear in a 
few days of continued therapy or upon dosage reduction. Dryness of the mouth may occur with 
higher doses. Involuntary motor activity, including rare instances of tremor and convulsions, has 
been reported, usually with higher than recommended dosage. 


Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine 
hydrochloride, 100's and 500's; Tablets, containing 100 mg, 
100's; Syrup, containing 10 mg per teaspoonful (5 ml) and ethyl Pfizer, 
alcohol 0.5% v/v, pint bottles. ROERIG 

Xs VEZ - : A division of Pfizer Pharmaceuticals 
Before prescribing or administering, see package circular. New York, New York 10017 





THE LOOK AND FEELOF FLUID-SUFFICIENT SKIN. 


Thats the difference our thorough dry-skin formula makes. 


Healthy skin has a certain look and 
feel that comes from adequate 
hydration. 

Purpose Dry Skin Cream can give 
skin the same look and feel by pro- 
viding a carefully balanced and 
thorough formula of nine separate 
ingredients. To hydrate the skin. 
To keep it hydrated. And to leave 

a fine, glowing sheen besides. 


And Purpose is proven. In two- 
week studies of 66 patients with 
severe dry skin, 89.496 were free 
of pruritus within 72 hours. Dry 
skin was clinically improved in 
97% of patients after 14 days. And 
90.626 continued to show improve- 
ment 5 days after cessation of 
therapy. 

Purpose is cosmetically acceptable 


PURPOSE 


Dry Skin Cream 





and has a pleasant, mild scent. Its 
balanced formula contains lactic 
acid, sodium lactate, petrolatum, 


sweet almond oil, mineral oil, glyc- 


eryl stearate, synthetic sperma- 
ceti, cetyl alcohol and propylene 


glycol. With no lanolin or parabens. 


fohwon affohnren 


Deratologióa! Division, 
New Brunswick, New Jersey 08903 





A formula for dry skin thats really ordagh: 


608 . 


And we proved it. 


Johnson & Johnson 1976 
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= Obviously, efficacy is foremost 
E y Ín your mind when you recom- 


dii(] | menda therapeutic shampoo. 
... And efficacy, coupled with 
=e cosmetic acceptability, usually 
M cis E guarantees a successful thera- 
YOW In GdiCated TO peutic course, 
Vielen dM E That's why Head & Shoulders 
HIC UCIIGUL.  isso highly regarded in the treat- 
ment of dandruff. 





Clinically effective 

For years, Head & Shoulders 
has proved effective in the treat- . 
ment of dandruff—whether for ` 
initial therapy or long-term 
control. And now, research shows 
that Head & Shoulders is e‘fective 
in the treatment of seborrheic 
dermatitis.* 





Cosmetically pleasing 

Head & Shoulders lathers well, 
has a pleasant odor and appear- 
ance, and need not be left on 
the scalp for an extended period 
of time. Also, it leaves hair clean, 
manageable, and attractive. 


Head & Shoulders“ 


You'll like it for 

its therapeutic benefits. 

Your patients will like it for its 
cosmetic appeal. 


*Orentreich, N.: A clinical evaluation 
of two shampoos in the treatment of 
seborrheic dermatitis, }. Soc. Cosmet. 

Chem. 23:189 (March 3) 1972. 
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Letters-to the Editor 


Chlorpromazine Photoallergy 


To the Editor.-Had Takeshi Horio's 
patient with the chlorpromazine pho- 
toallergy (Arch Derm 111:1469, 1975) 
ever taken chlorpromazine? If so, for 
what length of time and in what dose? 
And at what point along the way did 
the allergic reaction first manifest 
itself? Was the activity of the disease 
related at all either to the times or 
dates of ingestion of medication, or to 
exposure to sunlight? 

Allergy that is completely divorced 
from the history of the disease is a 
somewhat sterile subjeet. I am sur- 
prised that your consultant or consult- 


~ ants did not ask for some information 


-about the background of this illness. 
Harry L. ARNOLD, JR., MD 
Honolulu 


- „Chlorpromazine and Drug Eruptions 


In. Reply.—As described in the article, 
my patient is a nurse. I believe that 
this would answer all of Dr Arnold's 
questions. 

Although she had never been 
treated with ehlorpromazine, she had 
frequent opportunities to come in 
contact with the drug, since she had 
worked in a mental hospital. The erup- 
tion, which was observed at the time 
of the first examination, appeared the 
day after she injected a drug contain- 
ing chlorpromazine to her patient. 

It is well known that chlorproma-. 
zine is a common cause of drug erup- 
tions in medical and nursing person- 
nel. 

TAKESHI Horio, MD 
Kyoto, Japan 


Pharmacokinetics 
of Salicylic Acid 


To the Editor.—Taylor and Halprin 
have recently published an interesting 
paper dealing with the percutaneous 
. absorption of salicylic acid.’ Of course, 
this topic is of considerable clinical 
importance, particularly with refer- 
ence to the potential hazards of sali- 
cylie acid after application to large 
areas of the body of psoriatic 
patients. 


We would like to discuss some of the 
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conclusions reached by Taylor and 


Halprin. The most salient question 
concerns the collection of samples and 
sampling times, since these parame- 
ters are of considerable importance in 
terms of pharmacokinetic interpreta- 
tion. Thus, conclusions regarding 
bioavailability can only be validly 
made from experiments in which 
sampling times are selected on a truly 
rational basis." From examination of 
the data in their Fig 2, it appears that 
since samples were taken at 5 and 10 
hours, a substantial underestimate of 
Cp max (maximum serum concentra- 
tion) and also bioavailability (ie, area 
under the plasma level time curve 
[AUCD may have resulted. This may 
well have resulted in a substantial 
underconcentration. Pharmacokinetic 
methods’ classically dictate collection 
of samples of a drug that has a half 
life of 2.9 hours (ie, salicylic acid in low 
doses); at at least 0.5, 1.0, 2.0, 4.0, and 
8.0 hours after a single dose applica- 
tion. The faet that only 5- and 10-hour 
samples were collected does not there- 
fore render an aecurate depietion of 
the total area under the curve. Thus, 
the assumption that the serum salicy- 
late concentration has never exceeded 
5 mg/100 ml is questionable. Further- 
more, while the entire body surface 
may have been covered with the sali- 
cylie acid gel, it is unfortunate that 
the extent of psoriatic lesions appar- 
ently varied considerably among the 
four patients (25% to 90% involve- 
ment). This factor, together with the 
lack of data regarding body weight 
and type or staging of lesions, further 
complicates the interpretation of re- 
sults. Since the salicylic acid was 
applied to both psoriatic and normal 
skin, we have no indication as to 
whether the pharmacokinetics differ 


significantly between normal and pso- - 


riatic skin. Because the amount of 
salicylate applied varied considerably, 
there would be great difficulty in 
extrapolating pharmacokinetic val- 
ues, 

Furthermore, the claim of no toxici- 


ty does not mention whether or not 


questioning of the patients occurred 
concerning tinnitus or dizziness, or 
whether irritation of the skin follow- 
ing topieal administration was ob- 
served. 

It is recognized that the contribu- 


tion of Taylor and Halprin is a useful 


addition to the literature. However, 
there is clearly a need for further 
studies to delineate the maximum 
plasma concentration and accumula- 






gs W. Cooper, Jr, PHD 

J CHRISTOPHER T. Ruopes, PHD 
. BRUCE K. BIRMINGHAM 

Kingston, RI 


1 Taylor JR, Halprin KM: Percutaneous 
absorption of salicylic acid. Arch Dermatol, 
111:740-743, 1975. 

2. Wagner JG: Biopharmaceutics and Rele- 






1 pk ineties of salicylate | 
i f following topical application. 


vant Pharmacokinetics, ed 1. Hamilton, Ill, Drug . 


Intelligence Publieations, 1971. 

8. Levy G: Pharmacokinetics of salicylate elim- 
ination in man. J Pharmacol Sei 54:959-967, 
1965. 


In Reply.—The comments of Cooper et 
al regarding our article “Percutaneous 
Absorption of Salicylic Acid" are 
appreciated. Unfortunately, I think 


they are attempting to derive more 


information from our data than the 


study was designed to provide. We 


made no attempt to carefully study 
the pharmacokinetics of salicylic acid 
absorption through normal or psoriat- 
ie epidermis. The purpose of the 
serum salicylate levels was to deter- 
mine if daily treatment would lead to 
accumulation and Ks to evaluate peak 
concentrations. bioavailability. 
While it is- true. that serum levels in 
excess of 5 mg/100 ml may have 


occurred before or following our five- 
hour samples, they could never have 


been much in excess of this value, and 
certainly never approach toxie con- 
centration,  - 

We made no attempt to rigidly 
control the quantity of gel applied or 
to accurately assess the activity and 


area involved by psoriasis because this 
was not necessary for the study and 


would have ereated a situation less 
analogous to the clinical setting we 
were attempting to simulate. Our 


patients were regularly questioned 


for manifestations of salicylate toxici- 
ty and their skin was examined care- 
fully for irritation. None of these 
abnormalities were observed i in any of 
the four patients. 

We agree with Cooper et al that 


. more information about the pharma- 


cokineties of salicylate following top- 


cal application would be of interest, 


but since this cannot be derived from 
our data, it will have to result from 
future studies. 

: . J. RICHARD TAYLOR, MD 
Miami 


Qu inidine Photosensitivity 


To the Editor.—Three cases of photo- 
sensitivity due to. quinidine were 
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Clinical Setting 






Photodermatitis Reaction to UVA Hot Quartz 
 Atinitial ^. Present Not tested Not tested 
|. . diagnosis — 
fo Off- quinidine . Cleared No reaction, 4 min 
a 30 min 
] Challenge orally Pruritus Erythema, 30 sec 
administered recurring 45 min 
-quinidine, 
“2 days - 
Off if quinidine, Cleared No reaction, 


< recently described by Pariser and 
Taylor,’ and one ease was reported by 
rammer and Gross; We have subse- 
‘quently observed an additional such 
ease, the first noted in a black. | 
. À previously healthy 72-year-old 








 blaek man began receiving quinidine 


7 gluconate, 324 mg by mouth every 12 


. hours, in July 1973 because of "drop 


attacks" and premature ventricular 
contractions. In October 1974, he 
noted an eruption that began on his 
forearms and scalp. When seen on 
July 11, 1975, he had a pruritic, seal- 
ing, lichenified, slightly red eruption 

< ~ Involving the forearms, face, scalp, 


"V" area of the neck, upper part of the _ 
back with sparing in the distribution 
of his undershirt, and the dorsa of his. | 
feet with sparing in the distribution 


of his sandals. In addition to quinidine 
gluconate, he was. taking acetamino- 
phen and phenobarbital sporadically. 


Except for the cutaneous findings, 
physical | examination was unreveal- 
ing. Electrocardiogram . ‘showed no 
_ arrhythmias. A skin biopsy specimen - 


showed chronic dermatitis. Light test- 
ing, as previously described,' involved 
. exposure of 2.5-cm squares of skin on 
5. the back to unfiltered light from a hot 


du quartz mercury vapor lamp at a. 
distance of 76 cm to establish the 


= _ minimal erythema dose, and. to. long- 


E wave ultraviolet light (UVA) produced 
— . by passing this same light. through 
|, 0.6-em window glass. Results of this 






e testing are summarized in the Table. 
— In this case, as in those previously 
peported,' a reaction to long-wave 
ultraviolet light could be elicited only 
while the patient was receiving quin- 
idine. Not unexpectedly, a longer 
period of exposure to UVA was 
required to elicit a reaction in this 
patient, a black, than in the white 
patients. 
ROBERT J. PARISER, MD 
Davin M. Pariser, MD 
Miami, Fla 
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Results of Light Testing 


60 min 






Minimal Erythema Dose— 
















l. Pariser DM, Taylor JR: Quinidine photosen- 
sitivity. Arch Dermatol 111:1440-1443, 1975. 

2. Gammer S, Gross PR: Photoallergy induced 
by quinidine. Cutis 17:72-74, 1975. 


Pseudomelanoma 


To the Editor.—l object to the term 
“pseudomelanoma” for a recurrent 
benign pigmented nevus in the article 
"Pseudomelanoma" by Drs Kornberg 
and Ackerman (Arch Dermatol 
111:1588-1590, 1975), with only three 
references. Dr Ackerman is not the 
first to describe these lesions. 

In fact, at a well-attended meeting 
of the American Society of Dermato- 
pathology in Chicago 1974, many 
objected to the term “pseudomelano- 
ma," some of whom had studied these 
lesions. The chairman of the meeting, 
Dr Alvin Cox of Stanford, had studied 


. 143 nevi from 108 patients with these 


recurrent lesions, and he is not 
included in the references. Dr Cox 
cited 17 references in his article. I 


remember Dr Sam Becker telling me 


about these recurrent lesions when we 
were studying the giant pigmented 


 nevus.* Dr Cox's article should be read 
. to be given the proper benign pro- 
 Speetus on these troublesome recur- 


rent lesions. 
Dr Ackerman's photomierographs 


are frightening, but no good pathol- 


ogist uses only one field to make a 
diagnosis. Although he calls the 
lesions "pseudomelanoma," he com- 
pares it strongly to superficial spread- 
ing melanoma. 

The danger of anything called mela- 
noma is real, ie, juvenile melanoma 
and benign melanoma, a term once 
used in Europe for a pigmented nevus. 
There are also “clinical” pseudomela- 
nomas, ie, pigmented basal cell carci- 


. nomas, sclerosing hemangioma, blue 


nevus, seborrheic keratosis, ete. 

Use of the term "pseudomelanoma" 
may also have adverse medicolegal 
connotations. Therefore, I hope this 













term is dropped immediately. | 

About four or five mothers every — 
year come into my office asking _ 
whether a malignant lesion has re- . 
curred in a benign pigmented nevus TI. 
have removed, usually in a female — 
adolescent. For the legal profession, à... 
"pseudomelanoma" becomes a possi- = . 
ble melanoma. a 
WiLLIAM B. Resp, MD... 
Burbank, Calif " 


1. Walton RG, Cox AJ: Eleetrodesication of - 
pigmented nevi. Arch Dermatol 87:342-349, | 
1963. 

2. Cox AJ, Walton RG: The tüduction. of the 
junctional changes in pigmented - nevi. Arch. .— 
Pathol 19:428-434, 1965. 

3. Becker SW Sr, Becker SW Jr: Personal 
communication to authors, 1963. Arch Dermatit | 
91:100, 1965. | 


In Reply.-Dr Reed’s letter has to be 
answered because it contains several - 
inaecuracies as follows: 

1. To the best of our knowledge, at. = 
the time we submitted our manuscript = 
to the ARCHIVES, no one had described 
histologic changes in a recurrent ^ . 
melanocytic nevus that could be . 0 
confused with those of malignant | inus 
melanoma. However, while our paper. DO 
was in press, another, entitled "Com- > 
mon and Uncommon Melanocytic ——— 
Nevi and Borderline Melanomas," by ^. . 
Drs Richard J. Reed, Herbert Ichi- 9 
nose, Wallace H. Clark, Jr, and Martin © 
C. Mihm Jr appeared in Seminars in x 
Oncology (June, 1975) They wrote . 
therein that "The growth centers at 
the dermoepidermal interface of a 
recurrent nevus may be misinter- 
preted as an evolving malignant mela- 
noma." Priority, therefore, goes to 
these authors, whose views we share. 

2. The observations of Drs Cox and 
Walton, in the two articles cited by Dr 
Reed, were diametrically opposite to - 
ours. They wrote that "We wish to 
emphasize in connection with descrip- 
tion of alterations in junctional activi- 
ty following biopsy of nevi that in no 
instance did the changes suggest the 
development of malignancy” (Arch 
Dermatol 87:342-349, 1963). Our obser- 
vations, like those of Drs Richard 
Reed, Ichinose, Clark, and Mihm, are 
that some recurrent melanocytic nevi 
have histologic features that closely 
simulate those of malignant mela- 
noma. 

3. In our photomicrographs illus- 
trating atypicality in a recurrent 
melanocytie nevus, we pictured four 
different fields, not one, as Dr 
William Reed alleges. Had space 
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, permitted, we could have shown a 
sequence of pietures sweeping from 
one edge of a recurrent melanocytie 
nevus to the other, in which every 
field would have contained atypical 
melanocytes, both solitarily at all 
levels of the epidermis, and in nests of 
various sizes and shapes. 

4. We repeatedly emphasized the 
benign nature of this pseudomalig- 
nancy in three places, namely, in the 
abstract, in the introductory para- 
graph, and throughout the comment 
section. We termed the lesion "pseu- 
domelanoma" because "pseudo" indi- 
cates "deceptive similarity" and that 
is precisely what we mean to convey. 
Furthermore, to insure against not 
being misunderstood, we subtitled the 
article "Recurrent Melanocytic Nevus 
Following Partial Surgical Removal.” 

Dr William Reed is not obliged to 
use the term “pseudomelanoma” or 
others like "pseudocarcinomatous hy- 
perplasia," “pseudosarcomatous fas- 
ciitis," and “pseudolymphoma,” in all 
of which "pseudo" alerts "good pathol- 
ogists" to the pitfall of misinter- 
preting biological benignancy. 

A. BERNARD ACKERMAN, MD 
New York 


Sezary-like Cells From Supernatant 
of Burkitt Lymphocyte Cell Culture 


To the Editor.—Yeckley et al' recently 
hypothesized that the morphological 
characteristics of Sezáry cells are 
merely the result of nonspecific 
stimulation of lymphocytes. This hy- 
pothesis is based on the observation 
that phytohemagglutinin (PHA) and 
pokeweed mitogen induced the pro- 
duction of Sezary-like cells from 
normal human lymphocytes. The pres- 
ence of Sezáry-like cells in a variety of 
inflammatory dermatoses? supports 
this interpretation. 

This observation, however, does not 
exclude the possibility that malignant 
cells or cells that have been trans- 
formed by virus may also manifest 
Sezary-cell morphological features. 
Also, it does not provide an explana- 
tion of the apparently malignant cyto- 
genetic abnormalities observed in Se- 
záry cells.” 

In the process of a trial to produce a 
human lymphocyte cell line infected 
with Epstein-Barr (EB) virus, we 
observed a line of cells that showed a 
morphological similarity to Sezáry 
cells. There Sezary-like cells were 
morphologically distinct from the 
Burkitt lymphoma cell line. 
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Lymphocytes were obtained from 
healthy laboratory personnel by Fi- 
eoll-sodium — diatrizoate (Hypaque) 
gradient. To 1 million lymphocytes in 
] ml of medium (Rosewell Park Memo- 
rial Institute [RPMI] -1629, supple- 
mented with 10% fetal calf serum and 
antibiotics), 1 ml of the cell-free 
supernatant of culture (HR-1-K line 
of Burkitt lymphoma, which is known 
to produce virus and secrete it into the 
cell-free medium) was added. For one 
control, 2 ml of fresh medium was 
added to the lymphocytes. A second 
control was identical to the first, 
except that the medium included 20y] 
of PHA all the way through the 
experiment. 

During the second week of incuba- 
tion, cells with HR-1-K supernatant 
were confirmed to have transformed 
and were actively proliferating. In the 
controls, the number of cells decreased 
to one tenth of the starting number, 
too few to study further. On day 14, 
the transformed cells were studied for 
morphological characteristies and sur- 
face markers with the methods men- 
tioned elsewhere.’ The majority of 
cells (more than 50%) had a highly 
convoluted nucleus, a high nucleocyto- 


plasmie ratio, one or two nucleoli, and 
homogeneous cytoplasm filled with 
ribosomes. Scattered mitochondria 
and cytoplasmic projections were 
noted. These morphological findings 
have been associated previously with 
the tumor cells of mycosis fungoides’ 
and with Sezary cells; Thirty-two 
percent of the transformed lympho- 
cytes formed E-rosettes; 13% formed 
EAC-rosettes; 55% 
(Table). Only the E-rosettes were 
studied under the electron microscope 
(Figure). No clear morphological dif- 
ference was noticed between roset- 
ting and nonrosetting cells. These 
findings were consistent with the 
observation of Zucker-Franklin and 
co-workers that some Sezáry cells 
form E-rosettes and some were devoid 
of surface markers.'^ 

No response of the transformed 
lymphocytes to PHA and pokeweed 
mitogen was observed when studied 
on the 18th day. After six weeks, cells 
were still proliferating vigorously, but 
no surface markers were detectable. 
Immunofluorescence study for EB 
virus antigen on E-rosetting cells was 
equivocal. 

Essentially the same transforma- 


Transformed lymphocyte forming E-rosette ( x 10,500). 
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formed neither . 





inoculated with HR-1-K supernatant 


No. of celis 105 
Surface markers 
E-rosette, 96 72 
EAC-rosette, % 25 
Surface Ig, % 13 
“Control 
With PHA, No. of cells 106 


Without PHA, No. of cells 105 





* Abbreviations are as follows: lg, immunoglobulin; PHA, phytohemagglutinin; ND, not done. 


.. tion experiments were done in nine 
. other cases, and none, except for the 
. ease mentioned, 
transformation change. 


showed the same 


We would like to withhold making 


a any speculation about the relationship 


_ 4, Crossen P 
Sezáry syndrome: Cytogenetic studies and iden- 
tification of the Sezdry cell as an abnormal 


between Sezáry cells and EB virus 
from these limited, preliminary obser- 
vations; however, we believe that it is 
unlikely that the Sezáry-like cells 
produced by the HR-1-K supernatant 
are responding cells to virus antigen. 
This belief is supported by the find- 
ings that (1) far more cells manifested 
Sezáry-like morphological charaeteris- 
tics in the HR-1-K supernatant-trans- 
formed culture than the PHA-stimu- 
lated cultures; and (2) the trans- 
formed cells were proliferating, 
whereas the PH A-stimulated cells and 
the unstimulated cells died before the 
14th day in tissue culture. 

SHIRO NoGucHi, MD, PuD 

BERNARD N. RonBiNowiTZ, MD 

Cleveland 


1. Yeckley JA, Weston WL, Thorne EG, et al: 
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Day 0 








Day 7 Day 14 Day 18 Day 42 


Proliferation of Cells in Culture’ 
etc ah E RE 








6X 105 22106 33x 106 100 x 105 
ND 32 ND 0 
ND 13 ND 0 
ND 30 ND 0 







3X 105 Very few 
4 X 105 105 











Lichen Planus and 
Bullous Pemphigoid 


To the Editor.—In a recent article in 
the British Journal of Dermatology, a 
patient was described with both lichen 
planus and bullous pemphigoid. To my 
knowledge, no similar cases have been 
presented in the American literature. 
We are now following up a 64-year-old 
black woman who was first seen in 
early July 1975 with a one month's 
history of a pruritic eruption in- 
volving the trunk, back, extremities, 
and oral mucosa. The clinieal and 
histological diagnosis was lichen plan- 
us. In late July, bullae developed on 
the previously involved skin. Biopsy of 
the bullous lesion was diagnostie of 
bullous liehen planus. The patient's 
serum at that time was positive for 
circulating antibasement membrane 
antibody in a 1:80 titer. Subsequently, 
a biopsy was performed from a bulla, 
and tissue-fixed antibasement zone 
antibody was also demonstrated. Re- 
sults of studies for antinuclear anti- 
body and antiepithelial cell antibody 
were normal. 

The patient has been treated with 
prednisone alone and a combination of 
prednisone and methotrexate, and is 
presently receiving prednisone thera- 
py alone to prevent new bullae forma- 
tion. There has been no clinical or 
histological evidence of lichen planus 
since August 1975. She had been 
taking ibuprofen (Motrin) for os- 
teoarthritis and hydrochlorothiazide 
(Oretic) for essential hypertension at 
the onset of her illness and use of both 
drugs has been discontinued, although 
their relationship to the disorder is 
problematical. 

The rapid temporal relationship of 
the disorder, two months from onset 
of lichen planus to immunological 
evidence of bullous pemphigoid sug- 
gests a causal relationship between 
these diseases. It is conceivable that 








the destruction of the basal layer in 
lichen planus predisposes the individ- 
ual to develop antibodies in the base- 
ment membrane as demonstrated - in 
bullous pemphigoid. E 
STANLEY I. REKANT, MD se 
Fort Dix, NJ a 


1. Sting! G, Holubar K: Coexistence of lichen — 
planus and bullous pemphigoid: An immunopath- ` 
ological study. Br J Dermatol 93:313, 1975. | 


Methoxsalen and 
Muitiple Basal Cell Carcinomas - 


To the Editor.—Serious adverse ef- 
fects caused by treatment of vitiligo 
with methoxsalen and ultraviolet. 
(UV) radiation have not, to our knowl- - - 
edge, been reported. However, skin ~ 


cancer and ocular damage may devel. oe 
op in animals during treatment with —. 


methoxsalen and UV radiation. 
Photochemotherapy with methox- | 


salen and high-intensity, long-wave EE 


UV radiation (black light) has recent- 
ly been introduced as a treatment for 
psoriasis.“ In contrast to vitiligo 
patients, a majority of patients with 
psoriasis have been previously treated 


with potential carcinogens such as  . 


arsenic and x-ray or UV radiation. 


We observed that treatment with © De 
methoxsalen and sunlight was fol. < 


lowed by a development of multiple 


basal cell eareinomes in a patient who” 


previously had been treated with 
arsenic for vitiligo. 

Report of a Case.~A 41-year-old woman 
who had had vitiligo since about 14 years of 
age was examined in our department for 
the first time in 1971. The patient had 
hitherto been healthy. 

The vitiligo was symmetrically localized 
over the trunk, wrists, and back of the feet. 
Examination for the presence of pernicious 
anemia, achlorhydria, diseases involving 
the thyroid gland, and diabetes mellitus 


gave negative findings. No organospecific mie 
demon- — 


autoantibodies in serum were | 3 
strated, and serum gastrin level was within 
the normal range. For several years the 
patient had treated her vitiligo with expo- 
sure to sunlight. Repigmentation was 
moderate. 

In the summer of 1972, the patient parti- 
cipated in a double-blind study of therapy 
with methoxsalen and sunlight. She 
ingested a placebo in tablet form during 
the period from May to September 1972. 
Exposure to light during this time totaled 
162 hours. Evaluation of the repigmenta- 
tion at the sites of vitiligo was made 
monthly, and photographs were taken 
under Wood light illumination. In Septem- 
ber, repigmentation approximated 20%. 
otherwise the skin was normal. 

The patient was treated with methox- 
salen and sunlight from May to September 
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Fig. 1.—Close-up from 
abdomen at level of umbilicus shows 
multiple, superficial, pigmented basal cell 
carcinomas. Small areas of vitiligo are 
.seen in lower right corner. 


right side of 





Fig 2.—Basal cell carcinoma. Skin biopsy 
specimen shows solid tumor islet com- 
posed of dense, dedifferentiated epithelial 
cells of basal cell type and peripheral 
palisade arrangement (hematoxylin-eosin, 
original magnification x 190). 
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1973. Doses of 20 to 30 mg of methoxsalen a 
day were administered, averaging 0.5 mg/ 
kg body weight during a period of 91 days. 
As had been the case before, the tablets 
were taken at 10 AM, two hours before 
exposure to light, which eventually totaled 
175 hours. In the course of treatment, 
moderate erythema of the skin developed 
at the sites of vitiligo. No side effects 
occurred, and liver and kidney function 
tests gave normal results. Again the 
patient was examined and photographs 
were taken monthly; the total repigmenta- 
tion at the sites of vitiligo averaged 40%. 
The otherwise normal skin areas became 
darkly pigmented but were without clinical 
signs of pathologic changes when the study 
ended in September 1973. 

In late October 1973, the patient noted 
for the first time numerous small, slightly 
pigmented, red, scaling lesions on the 
trunk. Since the lesions enlarged, the 
patient was reexamined at the Depart- 
ment of Dermatology in April 1974. On 
that occasion, the patient stated that she 
had been given 1,000 mg of arsenic trioxide 
in 1965 during a period of one year. 

The clinical examination showed multi- 
ple, pigmented, superficial basal cell carci- 
nomas from 1 mm to 10 mm in diameter, 
localized in normally pigmented skin of the 
trunk (Fig 1). Neither melanosis nor kera- 
toses were demonstrable. The largest 
tumors were removed by curettage; the 
histologic diagnosis was carcinoma basocel- 
lulare, ie, solid dermal tumor islets 
composed of dense, dedifferentiated epi- 
thelial cells of basal cell type with a periph- 
eral palisade arrangement (Fig 2). 


Comment.—In this patient, who had 
been preconditioned by arsenic eight 
years earlier, methoxsalen and sun- 
light may have had the effect of co- 


carcinogens in the simultaneous de- 
velopment of multiple basal cell carci- 
nomas. Therefore, we want to direct 
attention to the risk of provoking skin 
cancer in humans by the use of photo- 
chemotherapy with methoxsalen and 
black light in patients whose earlier 
skin lesions have been treated with 
agents known to be carcinogenic. 
RIGMOR MØLLER, MD 
JETTE Howitz, MD 
Copenhagen 


1. Griffin AC, Hakim RE, Knox J: The wave 
length effect upon erythemal.and carcinogenic 
response in psoralen-treated mice. J Invest 
Dermatol 31:289-294, 1958. 

2. O'Neal MA, Griffin AC: The effect of oxy- 
psoralen upon ultraviolet carcinogenesis in albino 
mice. Cancer Res 17:911-916, 1957. 

3. Parrish JA, Fitzpatrick TB, Tanenbaum L, 
et al: Photochemotherapy of psoriasis with oral 
methoxsalen and longwave ultraviolet light. 
N Engl J Med 291:1207-1211, 1974. 


Nomenclature of Staphylococci and 
Micrococci 


To the Editor.—Cutaneous microbiol- 
ogy has made great strides in the past 
decade, thanks in part to a taxonomic 
scheme for the micrococcal family 
proposed in 1963 by Baird-Parker.'* 
Recently, however, the system has 
undergone a series of changes,** espe- 
cially in nomenclature, and entirely 
new classifications also have been 
offered.** The rapid succession of 
reports has resulted in some confusion 
and threatens the effective communi- 
cation of clinical and research data. If 
the situation is not remedied soon, 
Cowan’s warning may come to pass: 
"... the biochemically minded bacteri- 
ologists, who have been showing us 
the light and guiding our steps to a 
more rational taxonomy, may undo all 
the good they have done and create a 
new era of nomenclatural chaos." 

A solution, however, is found with 
the publication of the eighth edition of 
Bergey's Manual of Determinative 
Bacteriology,'' the recognized stan- 
dard reference of most of the world's 
microbiologists. The last three edi- 
tions have been revised in 9- to 17- 
year intervals, thus providing some 
relatively long-term stability in 
terminology and classification. Recog- 
nizing challenges to the manual and 
the continuing attempts to improve 
the taxonomy of the Micrococcaceae, 
we, nevertheless, recommend that 
authors at least identify their isolates 
and make use of the nomenclature 
according to Bergey's manual to 
provide a common reference point and 
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Table 1.—Typical Reactions of Staphylococcus and Comparison of Nomenclature 


Nomenclature 


| Baird- 
Bergey's Manual" 
S aureus 
S epidermidis biotypes 
1 ; SH/SV 
20 Sit 
3 SIV 
— r 8 
S saprophyticus biotypes 
| Mt 
M2 
M3 
M4 


Nomenclature 
-Bergey's Manual” 
E73 

| M luteus 
. > M roseus 


M5/M6 . Variable 


language. Once the equivalency has 
. ; been stated, authors may then contin- 
ue with their preferred classification 
or nomenclature. 

.. Tables 1 and 2 compare the original 
Baird-Parker groups with the classifi- 
cation indicated in the latest edition 
of Bergey's manual. Species of Micro- 
coccus are primarily differentiated 
from the staphylococci by their inabil- 
ity to ferment dextrose anaerobically. 
Although the four biotypes of Staphy- 
 lococeus saprophyticus are mentioned 
in Bergey's manual, they are not 
explieitly described, and one is di- 
 rected to Baird-Parker's papers for 


_.. their characteristics. By referring to 
N these schemes, or those in compara- 
too tives studies, the work of the past 
PIG decade should remain useful for many 


e years. 
Wr Davip J. BIBEL, PHD 
Raza ALY, PHD | 
HOWARD r MAIBACH, MD 
San Francisco — — 
JAMES J. LEYDEN, MD- 
Philadelphia 
Henry R. SHINEFIELD, MD 
WILLIAM A. Akers, MD 
San Francisco | 
JOSEPH W. BURNETT, MD 
Baltimore 


. L Baird-Parker AC: A classification of micro- 


©. eoeci and staphylococci based on physiological 
. &nd biochemical tests. J Gen Microbiol 30:409-427, 


"1963. 


z 2. Baird-Parker AC: The classification of - 
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- . physical agents, in Cohen JO (ed): The Staphylo- 


cocci. New York, Wiley-Interscience, 1972. 
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1974. 
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Bacteriol 24:79-101, 1974. 
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Descriptions of four new species: Staphylococcus 
warneri, Staphylococcus capitis, Staphylococcus 
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Protection of Skin From Sun 


To the Editor.-In regard to an essay) = 
that appeared in a letter to the | 
ARCHIVES (111:1538, 1975), I question... 
the statement that window glass 00 


offers protection from ultraviolet. 
rays. To substantiate this, I refer to a 
report by Willis and co-workers (J 
Invest Dermatol 59:416-420, 1972), in 
which they state that contrary to 
previously accepted hypotheses, long 
ultraviolet rays have a striking aug- 
mentative effect on sunburn damage. 
Long ultraviolet rays are not filtered 
out by window glass. 

Also, Demis' reported that a 20- 
minute photopatch test through win- 
dow glass that was performed during 
June (noon at 42? latitude) showed a 
positive reaction after 60 minutes. 

M. ALLEN FORBES, Jr, MD 
Austin, Tex 


1. Demis DJ: Effects of light on skin, in Demis 
DJ (ed): Clinical Dermatology. Hagerstown, Md, 
Harper & Row Publishers, 1972 vol 4, pp 31-34. 


In Reply.— People sustain sunburn and 
sun damage at the beach, on the decks 
of ships, and around swimming pools. 
There they lie prone or supine by the 
hour. They do not indulge in this 
prolonged exposure under a pane of 
glass. Even if one accepts the thesis of 
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. Willis and assdciates that long ultra- 
_ violet’ rays augihent the sunburn 
-' damage. engendered: by the short 


rays, this is of little practical impor- 


' tance. 
‘ $ fui LEO SCHAMBERG, MD 
Elkins Park, Pa 


‘A Variant of Ichthyosis 


To the Editor.-Krakowski et al sug- 
gest that acquired ichthyosis should 


- be considered a "malignancy marker" 


of. Kaposi sarcoma (Arch Dermatol 
111:1213-1214, 1975). 

The case described below supports 
the above proposal and describes an 
interesting variant of ichthyosis. 


Report of a Case.—A 75-year-old man of 
Mediterranean ancestry was admitted in 
1973 to the Lemuel Shattuck Hospital, 
Jamaica Plain, Boston. He related a life- 
time history of dry skin, as well as the 
recent onset* of painless swelling and 


, increased scaling of the left leg. 


Examination of his skin revealed general 
dryness and scaling, with involvement of 
the palms and soles. The left lower 
extremity was markedly edematous and 
had multiple bluish-brown macules. There 
also were numerous nodules extending 
from the inguinal crease to the toes. The 
scales were much larger and thicker over 
the left lower extremity than elsewhere on 
the body (Figure). 





Histopathologic examination confirmed 
the clinical impression of Kaposi sarcoma. 
The iehthyosis vulgaris seemed to be 
exacerbated by the malignant process, or 
perhaps acquired ichthyosis occurred only 
on the left lower extremity. 

STEVEN R. Konn, MD 
New York 

Color reproduction costs were paid in part by 
College of Physicians and Surgeons, Columbia 
University, New York. 


Warty Dyskeratoma of the Leg 


To the Editor.—Isolated lesions with 
histologic features almost indistin- 
guishable from those in Darier disease 
were first given special standing by 
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Histologic section of warty dyskeratoma, 
showing corps ronds and grains (hema- 
toxylin-eosin, original magnification 
x 400). 


Helwig.’ Szymanski’ was the first to 
use the name “warty dyskeratoma" in 
his review of seven new cases. Tanay 
and Mehregan? did a review of 112 
cases of warty dyskeratoma that 
included all eases reported before 
1967. Of these 112 cases, 88 were 
located on the head or neck, 17 on the 
trunk, three on the extremities (up- 
per), one on the buccal mucosa, and 
three in unknown areas. None of the 
lesions were located on the lower 
extremities. We recently saw a pa- 
tient with warty dyskeratoma located 
on the calf. 

The patient was a 57-year-old man 
who developed a 3-mm hyperkeratotic, 
centrally umbilicated nodule on the 
lower portion of the left calf. The 
lesion was excised. Histologic exami- 
nation disclosed hyperkeratotie cup- 
shaped invagination below which 
were seen corps ronds and grains. 
Below these was a lacunar space with 
numerous villi projecting into it (Fig- 
ure) The histologic diagnosis was 
warty dyskeratoma. 

WiLLIAM D. STORINO, MD 
BRUCE BENNIN, MD 
RAYMOND VAHL, MD 
Chicago 

Sidney Barsky, MD, interpreted the histologic 
slide. 

1. Helwig EB: Proceedings of the 20th Seminar 
on the Skin Neoplasms and Dermatosis, Interna- 
tional Congress of Clinical Pathologists, Wash- 
ington, DC, Sept 11, 1954. Chicago, American 
Society of Clinieal Pathologists, 1955, pp 53-56. 

2. Szymanski FL: Warty dyskeratoma. Arch 
Dermatol 75:567-572, 1957. 

3. Tanay A, Mehregan AH: Warty dyskera- 
toma. Dermatologica 138:155-164, 1969. 
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BENISONE® GEL 

(betamethasone benzoate) Gel O. 025% 
CAUTION: Federal law prohibits dispen- 
sing without prescription. . 

Benisone Gel contains the active fluori- 
nated steroid compound, betamethasone 
benzoate, the 17-benzoate ester of beta- 
methasone. 

Each gram of 0.025% Gel contains 0.25 
mg of betamethasone benzoate in a spe- 
cially formulated gel base consisting of 
13.8% (w/w) alcohol, carboxyvinyl poly- 
mer, propylene glycol, disodium edetaté, 
diisopropanolamine and purified water. 
The gel is self-liquefying, clear, grease- 
less and nonstaining. The active ingredi- 
ent is completely solubilized and remains 
in the clear film without crystallization 
after evaporation of volatile substances. 
Indications. Benisone Gel (betametha- 
sone benzoate) is intended for relief of the 
inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 
Contraindications. Topical steroids are 
contraindicated in viral diseases of the 
skin, such as varicella and vaccinia. Topi- 
cal steroids are contraindicated in those 
patients with a history of hypersensitivity 
to any of the components of the prep- 
aration. 

This preparation is not for ophthalmic 
use. 

Precautions. If irritation develops, the gel 
should be discontinued and appropriate 
therapy instituted. 

In the presence of an infection, the use 
of appropriate antifungal or antibacterial 
agents should be instituted. If a favorable 
response does not occur promptly, the 
corticosteroid should be discontinued un- 
til the infection has been adequately con- 
trolled. If extensive areas are treated, or if 
the occlusive technique is used, the possi- 
bility exists of increased systemic absorp- 
tion of the corticosteroid, and suitable 
precautions should be taken. 

Although topical steroids have not been 
reported to have an adverse effect on 
pregnancy, the safety of their use in preg- 


- nant females has not absolutely been es- 


tablished. Therefore, they should not be 
used extensively on pregnant patients, or 
in large amounts, or for prolonged pe- 
riods of time. 

Due to the alcohol content of the ve- 
hicle, Benisone Gel may cause mild, tran- 
sient stinging without irritation if used on 
excoriated skin. 

Adverse Reactions. The following local 
adverse reactions have been reported with 
topical corticosteroids: burning sensa- 
tions, itching, irritation, dryness, follicu- 
litis, secondary infection, skin atrophy, 
striae, hypertrichosis, acneform eruptions 
and hypopigmentation. 
Dosage and Administration. Apply to af- 
fected areas 2 to 4 times daily as needed. 
Supplied. Benisone Gel is supplied in 
15 gm (N 0047-0280-15) and 60 gm (N 
0047-0280-60) tubes. 
STORE BETWEEN 59? and 86? F (15? 
and 30? C). 
Full information is available on request. 
BE-GP-61-4/C 
WARNER/CHILCOTT 
Division of Warner-Lambert Company  , 
(wc) Morris Plains, New Jersey 07950 


Enhances 
Steroid 
Penetration. 


ASA 


lscnisone Gel designe Specifically for cmm penetration in the treatment _ 
steroid responsive dermatoses. Its special gel vehicle works wit E the skin to ensure 


rapid Percutaneous absorption without occlusion. Benisone Gel is paraben-free 


cosmetically elegant, and cools on contact. Economical in cost and coverage, too 


Benisone Gel 
(betamethasone benzoate) 002526 





For multiple overt and subclinical keratotic lesions: 


- The Efudex 4-visit 


(fluorouracil 





The Efudex (fluorouracil) four- 
visit treatment program outlined on 
these pages represents an important 
advance in the management of solar 
and actinic keratoses—especially 
when multiple lesions are present. 

What this therapeutic regimen if 
provides—on a regularly scheduled 
basis—is the periodic evaluation, 
reassurance and encouragement 
these patients need as they pass b 
through the successive stages of 
erythema, vesiculation, erosion, 
ulceration, necrosis and—finally— 
epithelization. 

If your experience with 
conventional keratosis therapies 
has been less than satisfactory, 
consider the Efudex four-visit 
program. The results in many 
patients can be highly rewarding— 

both to them and to you. 


Instruct patient on dosage 
and application. Explain 
various stages of therapy 
and when each is likely 

to occur. Emphasize that 
lesions will appear worse 
as they are actually getting 
better. 
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treatment program. 


10-14 days after start 
Maximal response has 
usually been achieved. 
Keratoses are highly 
erythematous; subclinical 
lesions have become 
apparent. Because of 
unsightliness and 


may want to prescribe a 


3-4 weeks after start 
Duration of Efudex 
(fluorouracil) therapy 
varies with individual 
patient needs, but may 
be terminated when 
erosion has proceeded 
to necrosis. Lesions 
which have not respon- 
ded should be biopsied. 


6 weeks after end 

At this final follow-up, 
therapy can be con- 
sidered successful if 
healing is well advanced, 
skin generally clear, with 
little scarring and no 
new recurring lesions. 
Residual erythema 
should be almost gone. 





discomfort at this stage, you 


* topical steroid or anesthetic. 


Before prescribing, please consult complete 
product information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses; 
superficial basal cell carcinomas when conventional 
methods are impractical (596 strength only). 

Contraindications: |f occlusive dressing is 
used, may increase inflammatory reactions in adjacent l 
normal skin. Avoid prolonged exposure to ultraviolet et 
rays. Safe use in pregnancy not established. "a 

Precautions: |f applied with fingers, wash hands ... 
immediately. Apply with care near eyes, nose and 
mouth. Solar keratoses failing to respond Should be 
biopsied; perform follow-up biopsies in superficial 
basal cell carcinoma. 

Adverse Reactions: Local—pain, pruritus, 
hyperpigmentation and burning at application site most 
frequent; also dermatitis, scarring, soreness, tender- 
ness, suppuration, scaling and swelling. Also reported— 
insomnia, stomatitis, irritability, medicinal taste, photo- 
sensitivity, lacrimation, telangiectasia, leukocytosis, 
thrombocytopenia, toxic granulation and eosinophilia. 

Dosage and Administration: Actinic or solar 
keratosis—apply sufficient quantity to cover lesions, 
twice daily. Usual length of therapy is 2 to 4 weeks. 
Superticial basal cell carcinomas—apply sufficient quan- 
tity (only 596 strength recommended) to cover lesions, 
twice daily. Continue treatment for at least 3 to 6 weeks, 
but possibly as long as 10 to 12. 

How Supplied: Solution, 10-ml drop dispensers 
containing 2% or 5% fluorouracil on a weight/weight 
basis. Cream, 25-Gm tubes containing 5% fluorouraci! 
in a vanishing cream base. 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 


Efudex 5% Cream 


fluorouracil/Roche 


Established for solar/actinic keratoses and now 
indicated for superficial basal cell carcinoma 
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News and Notes 


Fellowship Support for Psoriasis Re- 


. search.—The National Psoriasis Foun- 
. dation is sponsoring two types of 


fellowship support for research in 
psoriasis. — ^. 

1. National Psoriasis Foundation.— 
Stipend support will be awarded for 
postdoctoral training of a person with 
either the MD or the PhD degree. The 
deadline for application is Nov 15, 
1976, and the award will be announced 
Dec 5, 1976 for support for the period 
from July 1, 1977 through June 30, 
1978. 

2. Summer scholarships for medi- 
cal students.—Scholarships will be 
awarded for the support of medical 
students engaged in research related 
to psoriasis. The stipends are $1,000 
and cannot be used to supplement 
salary from other sources. Deadline 
for the application is April 15, 1977. 
Awards will be announced May 15, 
1977. 
© Applications and further informa- 


tion ean be obtained from Joseph 


MeGuire, MD, Department of Derma- 
tology, Yale University School of 
Medicine, 333 Cedar Street, New 
Haven, CT 06510. 


Asian-Australian Dermatology Con- 
ference.—The Second Regional Confer- 
ence of Dermatology (Asian-Austra- 
lian), organized by the Dermatological 
society of Thailand, Ministry of Pub- 
lic Health and SEAMEO- Tropical 
Medicine and Public Health Project, 
will be held in Bangkok, Thailand, Jan 
17 through 20, 1977. The main themes 
of discussion will be (1) venereal 
diseases; (2) leprosy; (3) mycology; (4) 
industrial dermatoses; (5) recent ad- 
vances in dermatology; and (6) free 
communications. Distinguished 
speakers from overseas are being 
invited to participate. For further 
information and application forms 
please contact directly the executive 
secretary general of the Organizing 
Committee, Dr Tongnan Vibhatavan- 
ija, Institute of Dermatology, 420/7 
Rajavidhi Rd, Bangkok 4, Thailand. 


Research Support Program.—The Re- 
search Support Program, sponsored 
by the American Academy of Derma- 
tology, the American Dermatologica! 
Association, the Association of Pro- 
fessors of Dermatology, and the Soci- 
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ety of Investigative Dermatology, will 
be held Friday, Dec 3, 1976. The 
program will take place in PDR 14 in 
the Palmer House, Chicago, and is 
open to all individuals interested in 
dermatologieal research. Interested 
persons should contact J. Graham 
Smith, Jr, MD, Department of Derma- 
tology, Medical College of Georgia, 
Augusta, GA 30902. 


Dermatopathology Fellowship, 1978- 

1979.—The availability of a dermato- 
pathology fellowship at New York 
University School of Medicine has 
been announced. It is designed to 
prepare dermatologists and patholo- 
gists for a career in dermatopathology 
within a medical center environ- 
ment. 
: The recipient of the fellowship will 
learn the optimal handling of speci- 
mens in the laboratory and will study 
microscopically the more than 150 skin 
specimens that are processed daily in 
the laboratory. Attendance at clinical 
conferences in the Department of 
Dermatology and twice-weekly der- 
matopathology luncheon conferences 
wil be a part of the program. In 
addition, the fellowship recipient will 
be actively involved in planning and 
presenting the weekly dermatopathol- 
ogy conference. The stipend is 
$15,000. 

Dr A. Bernard Ackerman, director 
of dermatopathology, is in charge of 
this program and serves as tutor and 
supervisor. Inquiries should be di- 
rected to him at 562 First Ave, New 
York, NY 10016. His telephone num- 
ber is (212) 679-3200, ext 2766. 


Poster Award.— The European Socie- 
ty for Dermatological Research Poster 
Award for 1976 for the best poster 
presentation at the annual ESDR 
meeting, kindly offered by Max 
Ritter, Pharmaceutical Specialties, 
Zurich, Switzerland, has been given to 
H. Hénigsmann, G. Stingl, K. Holu- 
bar, E. Wolff-Schreiner, K. Konrad, 
and K. Wolff, Division of Experi- 
mental Dermatology, Department of 
Dermatology I, University of Vienna, 
for the poster titled “Autoantibodies 
and Immune Complexes in Immuno- 
dermatoses: Mapping of Fine Struc- 
tural Binding Sites.” 


News and Notes 


INDICATIONS: This products intended for 
topical application for adjunctive therapy 
and symptomatic relief of inflammatory 
manifestations of acute and chronic corti- 
costeroid responsive dermatoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in vaccinia, varicella, and 
in those patients with a history of hyper- 
sensitivity to any of the components of the , 
preparation. This preparation is not for 
ophthaimic use. 


PRECAUTIONS: Genera! — If local infection 
exists, suitable concomitant antimicrobial or 
antifungal therapy should be administered. 
if a favorable response does not occur 
promptly, application of the corticosteroid 
should be discontinued until the infection is 
adequately controlled. Although systemic 
side effects associated with absorption 

of topical corticosteroid preparations are 
rare, their possible occurrence must be 
kept inmind when these preparations are 
used over large areas or for an extended 
period of time, If irritation or sensitization 
develops, the preparation should be dis- 
continued and appropriate therapy insti- 
tuted. Aithough topical steroids have not 
Deen reported to have an adverse effect 

on pregnancy, the safety oftheir use during 
pregnancy has not been absolutely estab- 
lished: therefore, they should notbeused - 
extensively on pregnant patients, in large 
amounts, orfor prolonged periods of time. 


Occlusive Dressing Technique — The use of 
occiusive dressing increases the percu- 
taneous absorption of corticosteroids; their 
extensive use increases the possibility of 
systemic effects. For patients with exten- 
sive lesions it may be preferable to usea 
sequential approach, occluding one portion 
ofthe body at a time. The patient should be 
kept under close observation if treated with 
the occlusive technique over large areas 
and over a considerable period of time. 
Occasionally, a patient who has been on 
prolonged therapy, especially occlusive 
therapy, may develop symptoms of steroid 
withdrawal when the medication is stopped. 
Thermal homeostasis may de impaired if 
large areas of the body are covered. Use 

of the occlusive dressing shouid be dis- 
continued if elevation of the body tempera- 
ture occurs. Occasionally, a patient may 
develop a sensitivity reaction to a particular ` 
occiusive dressing material or adhesive and 
a substitute material may be necessary. If 
infection develops, discontinue the use of 
the occlusive dressing and institute appro- 
priate antimicrobial therapy. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids: buming, itching, 
irritation, striae, skin atrophy, secondary 
infection, dryness, folliculitis, hypertrichosis, 
acneform eruptions, and hypopigmentation. 
The following may occur more frequently 
with occlusive dressings: maceration of 

the skin, secondary infection, skin atrophy, 
striae, and miliaria. Contact sensitivity to a 
particular dressing material or adhesive 
may occur occasionally (see PRECAUTIONS). 


For full prescribing information, consult 
package insert. 


HOW SUPPLIED: in tubes of 15 and 60g. 
andin iars of 240g. (802.). 


S UIB [a The Priceless Ingredient of every produc! 
à l is the honor and integrity of its maker, "M 


€ 1976 E. R. Squibb & Sons, Inc. 356-509 


Halog (Halcinonide ~ 
Cream 0.1%) 


Eczematous Dermatitis After 6 days therapy with Halog Cream 


hs ` 





One Halog picture 


is worth 
a thousand words 





See adjacent SQUIBB column for brief summary 
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Killslice thatremain on upholstery, 
blankets, bedding, clothing, 
carpeting...that may reinfest the 
patient or infest his family. 
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introducing R&CSpray 


with synergised pyrethrins and gamma benzene hexachloride 


Pediculi and their ova can survive (for a short time) off the human host. Thus, 
even though the patient may have been successfully rid of lice on his person, immedi- 
ate reinfestation is possible or a fresh infestation of other family members may occur. 

Tohelp break this infestation/reinfestation cycle, when washing or dry 
cleaning is not possible, R&C Spray can be applied to upholstery, blankets, bedding, 
clothing and other objects where lice and their eggs are known to linger. 

R&C Spray is specially formulated with synergised pyrethrins to provide effec- 
tive parasite control. ‘‘Pyrethrins are exceptionally rapid in their effect upon 
nsects....'"! The other important active ingredient is gamma benzene hexachloride 
which, as a pediculicide, has been shown to be virtually 100% effective.” 

After you have prescribed a specific for parasites on the scalp or body, com- 
plete the regimen with the specific for parasites off the body with R&C Spray 
Insecticide. 

Caution: Not for use on humans or animals. Avoid spraying in eyes. May be ab- 
sorbed through skin. Avoid breathing spray mist. Avoid contact with skin. In case of 
contact, wash immediately with soap and water. Avoid contamination of feed and food- 
stuffs. Harmful if swallowed. Vacate room after treatment and ventilate before 
reoccu pying. References: 1. Osol, A. and Farrar, G.E., eds.: United States Dispensatory, Philadelphia, ic 
J. B. Lippincott Co., 25th edition, 1960, p. 2012. 2. Patient Care 7:94, Nov. 1, 1973. I 


Reed & Carnrick/ Kenilworth, N.J. 07033 


R&C Spray. Keeps lice from making a comeback. 


2dValive tu break | 
reinfestation cycle. 








Occupational Safety, Health and Fire Index, vol 1, 
edited by David E. Miller, $35, 224 pp, Marcel 
Dekker Inc, 1976, 


This book indexes a voluminous 
amount of material that no individual 
physician would prepare on his own. 
The authors have put their energies 
and computer to work in listing thou- 
sands of safety, health, and fire codes, 
standards, guides, and publications. 

Under many chemicals and most 
conceivable hazards, they list sources 
of information at the US Department 
of Labor, the National Fire Protection 
Association, the American National 
Standards Institute, the American 
Petroleum. Institute, National Safety 
Council, etc. 

By quiekly turning to this index, the 
reader will have an unbelievable store 
of information at his hands—in a short 
périod. 

For those dermatologists who work 
with government, labor unions, and 
industry, this book will be invalu- 
able. 

The format makes for easy retrieval 
of the pertinent information. The 
author and his colleagues are to be 
congratulated for sharing these com- 
puter readouts with us. 

Howarp MaiBACH, MD 
San Francisco 


Progress in Allergy, edited by Paul Kallos, 
Byron H. Waksman, and Alain DeWeck, 312 pp, 
19 illus, $51.75, CH-4011 Basel Switzerland, 
Arnold-Bócklin, 1975. 

Nineteen volumes of this authorita- 
tive series, encompassing a total of 
4,586 pages, have appeared since 1963. 
The 20th volume is ready for publica- 
tion. These volumes contain reviews 
and diseussions of factual findings 
and concepts—not reports of original 
works. Contemplation of these 
numbers should be sufficient to give 
an inkling of the rate at which the 
science of allergy is growing and the 
speed with which new fundamental 


a findings, abstract ideas, theories, and 


hypotheses are being added. 

Most of the vocabulary, techniques, 
models, experimental approaches— 
indeed almost every facet of the basic 
allergy of today—were undreamed of 
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20 years ago. Unfortunately, the 
magnificent advances in fundamental 
science set forth in this series have not 
been paralleled in approaches to 
recognition, prevention, and manage- 
ment of the most common allergic 
diseases: allergic asthma, allergic 
rhinitis, atopic dermatitis, allergic 
drug eruptions, allergic autoaggres- 
sion, and homograft rejection. 

The readers of this 19th volume will 
get more than their money's worth 
regarding the following: the lympho- 
cyte and its migration—in the magnif- 
icent chapter by W. L. Ford; up-to- 
the-minute details about the biology 
of IgE—clearly presented by Ishizaka 
and Ishizaka, the discoverers of this 
immunoglobulin; the known facts 
about the regulation of reagin forma- 
tion in laboratory animals—by Tomio 
Tada; the fascinating and important 
mechanisms that regulate antibody 
formation and by which antibody 
regulates cell-mediated immunologic 
phenomena-as set forth in masterly 
fashion by Frank W. Fitch; the 
findings of spontaneous autoimmune 
thyroiditis in laboratory animals re- 
lated to human diseases—as reviewed 
by Bigazzi and N. R. Rose; and finally, 
a conceptual framework in serologic 
studies—introduced in ultramodern 
terms by Jan Hirschfield. 

This is a book by experts for 
experts, in fact or in spe. I doubt 
whether even the most scientifically 
oriented practitioner can read all of 
the pages with full understanding and 
profit. However, the summaries, dis- 
cussions, and comprehensive bibliog- 
raphies in each chapter will serve as 
splendid works of reference rather 
than as subjects for reading from A 
through Z. 

It appears certain that this series 
forms as essential a part of a library 
on allergy as an encyclopedia does in a 
general library. 

Finally, I deplore the use of the 
term autoimmunity instead of au- 
toaggression but warmly welcome the 
use of the term allergy by this series 
in the sense for which it was coined by 
von Pirquet. That is, it is used as a 
superordinated designation to include 
the many and varied phenomena of 
specific acquired alterations in the 
capacity to react to allergens, in 
whatever form, in whatever direction, 
in whatever living organism this 
alteration occurs. 

MARION B. SULZBERGER, MD 
San Francisco 
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CONSIDERATIONS— 





when caused by one or more of the following 
genera of fungi: 


The use of this drug is not justified in . 


CONTRAINDICATIONS This drug is contra- 
indicated in patients with porphyria, hepato- 
cellular failure, and in individuals with a 
history of sensitivity to griseofulvin. 
WARNINGS Prophylactic usage: Safety and 
efficacy of griseofulvin for prophylaxis of 
fungal infections havenot been established. 

Animal toxicology: Chronic feeding of 
griseofulvin, at levels ranging from 0.5-2.5% 
of the diet, resulted in the development of 
liver tumors in several strains of mice, 
particularly in males. Smaller particle sizes 
resuit in an enhanced effect. Lower oral 
dosage leveis have not been tested. Sub- 
cutaneous administration of relatively smali 
doses of griseofulvin, once a week, during 
the first three weeks of life has also been 
reported to induce dps neis in mice. 
Although studies in other animal species 
have not yielded evidence of tumorogenicity, 
these studies were not of adequate design to 
form a basis for conclusions in this regard. 

. in subacute toxicity studies, orally admin- 
istered griseofulvin produced hepatocellular 
necrosis in mice, but this has not been seen 

in other species. Disturbances in porphyrin 
metabolism have been reported in griseofulvin- 
treated laboratory animals. Griseofulvin has 
been reported to have a colchicine-like effect 
on mitosis and cocarcinogenicity with methyl. 
cholanthrene in cutaneous tumor induction 

in laboratory animals. 

Usage in pregnancy: The safety of this drug 
during pregnancy has not been established. 

Animal reproduction studies: it has been 
reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic 
on oral administration to pregnant rats. Pups 
with abnormalities have been reported in 
the litters of a few bitches treated with griseo- 
fulvin. Additional animal reproduction studies 
are in progress, 

Suppression of spermatogenesis has been . 
reported to occur in rats, but investigation in 
man failed to confirm this. 

PRECAUTIONS Patients on prolonged ther- 
apy with any potent medication should be 
under close observation. Periodic monitoring 
of organ system functions, including renal, 
j and hematopoietic, should be done. 
ince griseofulvin is derived from species 
of Penicillium, the possibility of cross sen- 
sitivity with penicillin exists; however, known 
penicillin-sensitive patients have been treated 
without difficulty. 

_ Since a photosensitivity reaction is occa- 
sionally associated with griseofuivin therapy, 
patients should be warned to avoid exposure 
to intense natural or artificial sunlight. Should 
a photosensitivity reaction occur, lupus 
erythematosus may be aggravated. 

Griseofulvin decreases the activity of 
warfarin-type anticoagulants so that patients 
receiving these drugs concomitantly may 
require dosage adjustment cf the anticoagu- 
lant during and after griseofulvin therapy. 

, Barbiturates usually depress sep ab activ- 
ity and concomitant administration may require 
8 dosage adjustment of the antifungal agent. 
ADVERSE REACTIONS When adverse 
reactions occur, they are most commonly of 
the hypersensitivity type, such as skin rashes, 
urticaria, and rarely, angioneurotic edema, 
and may necessitate withdrawal of therapy 
and appropriate counter-measures, Paresthe- 
sias of the hands and feet have been re- 
ported rarely after extended therapy. Other 
side effects reported occasionally are oral 
thrush, nausea, vomiting, epigastric distress, 
diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion, and impairment 
of performance of routine activities, 

roteinuria and feukopenia have been re- 
ported rarely. Administration of the drug should 
be discontinued if graulocytopenia occurs. 

When rare, serious reactions occur with 
grisrotutvin, they are usualy associated with 

igh 9n ri long periods of therapy, or both. 

VAILABLE in 125 mg., 250 mg., and 500 
mg. scored tablets. 
010 E AUGUST 1973 

For more complete details, consult package 
insert or Schering literature available from 
our Scharing Representative or Professional 

ervices Department, Schering Corporation, 
Kenilworth, New Jersey 07033. . 
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FULVICIN-U/F PEAK SERUM PLASMA LEVELS 
(meg./ml.) 
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EFFECTIVE THERAPEUTIC PLASMA BASE LEVEL 





Adapted from Symchowicz, S., and Katchen, B.: J. Pharm. Sci. 57:1383, 1968. 


The above graph depicts average peak serum plasma levels of FULVICIN-U/F following once-daily dosage 
of one FULVICIN-U/F 500 mg. tablet given before breakfast to six normal subjects for a seven-day period. 


Hours of fungistatic action at ringworm sites 


The above graph on plasma levels of FULVICIN-U/F 500 mg. in once-daily dosage indicates that this dosage is 
adequate to keep the antibiotic available for antifungal action in the keratin precursor cells where fungi have 
invaded. With the growth checked by the fungistatic action, the fungi are cast off as the keratin grows out and 
sloughs off. Healthy tissue replaces infected keratin of skin, hair, and nails. 


Clinical efficacy, safety, and convenience 


The Ultra-Fine form of FULVICIN®—in clinical use for over 15 years—possesses two vital keys to success in 
long-term ringworm therapy: product familiarity, and the confidence that comes after years of effective and safe 
therapy. For your patient: dosage simplicity. The easy-to-remember, once-a-day routine that helps avoid dosage 
delinquency and the possibility of therapeutic setbacks when therapeutic plasma levels are not maintained. 





See Clinical Considerations on opposite page. COPYRIGHT Q 1975, SCHERING CORPORATION. ALL RIGHTS RESERVED. SLS-534 


Treat Sensitive, Irritated, Stubborn. 
Pustular Acne Gen 
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ULFACET-HC 


tai . Sodium Sulfacetamide Prior m wy 
of powder from Vial to Lotion pats 
en Sulfacetamide 10%. Hydrocortisone 

Ue Within 4 Months of Dispensing 
indications — Acne Vulgaris. Shake Wel s 


The cmos 


law prohibits dispensing without "cv 
From Eyes. (Keep this and al ote m 


E, 


Net Wt. os ome 


Soft as a Fleecy Cloud. 


SULFACET- 


Sodium Sulfacetamide 10%, Hydrocortisone Alcohol 12%, Sulfur Colloid 5%. 


Drying without Irritation. 


SULFACET-HC*— unsurpassed anti-microbial and anti-seborrheic acne lotion. 





DESCRIPTION (As Dispensed) 

Hydrocortisone 0.5%W/V 
Sodium Sulfacetamide 10.0%W/V 
Sulfur Colloid 5.0%W/V 


in a water-washable lotion containing purified water, zinc 
oxide, talcum, propylene glycol, titanium dioxide, natural 
clays, fatty acid amide, iron oxides, ethoxylated esters, 
natural and synthetic gums, organic salts, sodium chlor- 
ide and bisulfite, sequestrant, butyl and methyl parabens 
and 2-Bromo-2-nitropropan-1,3-diol. ; 
ACTIONS — Keratolytic, peeling, drying and antisebor- 
rheic action. 

INDICATIONS — Acne vulgaris, acne rosacea and sebor- 
rheic dermatitis. 

CONTRAINDICATIONS — Topical steroids are contra- 
indicated in viral diseases of the skin such as varicella 
and vaccinia. Topical steroids are contraindicated in 
those patients with a history of hypersensitivity to any 
of the components of the preparation. This preparation 
is not for ophthalmic use. Topical steroids should not be 
used when circulation is markedly impaired or in patients 


with kidney disease or those who have previously exhib- 
ited sensitivity to sulfonamides. 
WARNINGS — USAGE IN PREGNANCY: Although 
topical steroids have not been reported to have an ad- 
verse effect on the fetus, the safety of their use in 
regnant females has not been absolutely established. 
herefore, they should not be used extensively on preg- 
nant patients or in large amounts or for prolonged 
periods of time. 

PRECAUTIONS — For External Use Only. Keep Away 
From Eyes. Sensitivity to sulfacetamide may occur. Cau- 
tion and careful supervision should be observed when 
prescribing these drugs for patients who may be prone 
to hypersensitivity to topical sulfonamides, particularly 
if areas of denuded or abraded skin are involved. If 
irritation develops, the product should be discontinued 
and appropriate therapy instituted. In the presence of 
an infection, the use of the appropriate antifungal or 
antibacterial agents should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been ade- 
quately controlled. If extensive areas are treated or if 


the occlusive technique is used, the possibility exists 
of increased systemic absorption of the corticosteroid 
and suitable precautions should be taken. 

ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
either with or without occlusive dressings: burning sen- 
sations, itching, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, hypertrichosis, acneform 
eruption and hypopigmentation. Hypersensitivity to the 
sulfonamides indicated by previous toxic reaction such 
as agranulocytosis, acute hemolytic anemia, purpura 
hemorrhagica, drug fever, jaundice or contact dermaritis. 
DOSAGE AND ADMINISTRATION — Apply a small 
quantity to the affected areas two to three times daily. 
The skin should be thoroughly cleansed and applications 
blended in with light massaging. Consult physician for 
advice on diet and other factors in contro! of acne. 
HOW SUPPLIED — Lotion, bottles, 1 oz. and 2 oz. as 
dispensed. 
CAUTION — 


Federal law prohibits dispensing with- 
out prescription. 


2 DP «= wenn eB | WHERE RESEARCH AND ECONOMY COME FIRST! ‘Fort Washington, Pa. 19034 ^ 


In the beginning... 


Rely on Cordran 


llurandrenolide 
For treatment of any corticosteroid-responsive dermatoses 


Description: Cordran® (flurandrenolide, Dista) isa potent corticosteroid 
intended tor topical use. Actions: Cordran ts primarily effective because 
of its antiinflammatory, antipruritic, and vasoconstrictive actions. Indi- 
cation: For relief of the inflammatory manifestations of corticosteroid 
responsive dermatoses. Contraindications: Topical corticosteroids are 
contraindicated in vaccinia and varicella and in patients with a history 
ot hypersensitivity to any of their components. Precautions: If irritation 
develops, the product should be discontinued and appropriate therapy 
instituted. In the presence of an intection, an appropriate antifungal or 
antibacterial agent should be used. If a tavorable response does not 
occur promptly, the corticosteroid should be discontinued until the 
infection has been adequately controlled. if extensive areas are treated 
or if the occlusive technique is used, there is a possibility of increased 
systemic absorption of the corticosteroid, and suitable precautions 
should be taken. Although topical corticosteroids have not been re 
ported to have an adverse effect on pregnancy, the safety of their use 
on pregnant women has not been absolutely established. Theretore, 
they should not be used extensively, in large amounts, or for prolonged 
periods of time on pregnant patients. These products are not for oph 


thalmic use. Adverse Reactions: The following local adverse reactions 
have been reported with topical corticosteroid formulations: acnetorm 
eruptions, burning. dryness, folliculitis, hypertrichosis, hypopigmen- 
tation, irritation, itching. The following may occur more frequently with 
occlusive dressings: maceration of the skin, miliaria. secondary infec- 
tion, skin atrophy. striae. Administration and Dosage: For moist lesions, 
a small quantity of the cream or lotion should be rubbed gently into 
the affected areas two or three times a day. For dry. scaly lesions, 
the ointment is applied as a thin film to affected areas two or three 
times daily 


Cream, Ointment, and Lotion Cordran*, 0.05% 


tflurandrenolide 


Cream and Ointment Cordran, 0.025% 
information available to the profession on 
Dista Products Company 
Division of El: Lilly and Company 
Indianapolis. Indiana 46206 





A complete 





scabies therapy 


Designed especially for the dermatological practice 


A scabicide of proven effectiveness 


The active ingredient of GAMENE® is gamma 
benzene hexachloride — shown to be virtually 
100% effective against scabies!2345, Just 
UE one treatment with 
sa Gamene Lotion is all 
pa that most patients 
`] ever need. Gamene 
'| gets the mites, the 
| ^J larvae, and the eggs— 
ee &.. e a pleasant alternative 
"x4 to an unpleasant 
"7/7" problem. 





Safe and convenient packaging 
for bath and shower 

Gamene comes in two fluid | 
ounce and 16 fluid ounce sizes. Y 


Both are packaged in 
sturdy, easy-to-handle ALT 
"à 


Quee 


plastic containers. If 
either should be 
dropped in bath or . 
shower, it won't 
shatter and 
create a hazard 
nor will it be S 
EN 
totally wasted. ANS 


M 
e, g 








Cosmetic un that induces 
patient compliance 


Gamene offers exceptional 
cosmetic elegance. The 
lotion is smooth and 
creamy white with a 
light pleasing frag- 
rance. When applied 
to the skin, 
Gamene flows 
on easily, covers 
thoroughly and 
economically, 
and imparts a 
soothing feel. 










Time-saving patient aids in English 
and Spanish 

Gamene saves you valuable pro- 
fessional time, and also assures 
you the most efficient patient 
participation. Separate 
booklets on scabies and 
pediculosis with fully- 
detailed information on 
therapy as well as health 
measures and sanitation 
are provided in both Spanish and English. 





approach to 


Contraindications: Gamene should not be used on persons with a 
history of hypersensitivity to any of the product components or those 
who manifest a primary skin irritation response. 
Warning: Do not apply to face. Avoid getting in eyes. However, if this 
product accidentally gets in the eyes, flush well with water. Frequently 
m ] repeated applications may cause dermatitis. Not for internal use, as 
Gamene amene- this drug produces toxic CNS results (convulsions) similar to, but of 
f amet more rapid onset and at lower dosage than those of DDT. Fatal 
cases of aplastic anemia have resulted from prolonged exposure to 
vaporized gamma benzene hexachloride. Gamene should be used 
with caution, especially in infants and children. Gamma benzene 
hexachloride can penetrate human skin and has the potential for CNS 
toxicity. Animal studies indicate that absorption is greater through the 
skin of the young. Seizures have been reported after the use of gamma 
benzene hexachloride, but a cause and effect relationship has not 
been absolutely established 
Do not contaminate water by disposing of wastes. 
DISCARD BOTTLE WHEN EMPTY- DO NOT REUSE. 
Precautions: |n the presence of secondary infections the use of 
appropriate treatment should be instituted. Acutely inflamed skin 
with raw, weeping surfaces should receive appropriate care before 
applying gamma benzene hexachloride. 
In case of accidental ingestion: Immediate gastric lavage may 
effectively remove large amounts of the toxicant. Oil laxatives should 
be avoided and saline cathartics used instead since oils increase 
absorption. 
Treatment with pentobarbital or phenobarbital should be given in 
doses large enough to counteract untoward CNS symptoms, but 
should stop short of depressing the patient to the point of hypnosis. It 


Gamma Bene etnia Bene 
Hexschkcde USI 1 Merahi USP is 





t should be remembered that individuals poisoned by stimulants 
tolerate and may benefit from large doses of barbiturates without 
Gamene Lotion for scabies and pediculosis. undue depression. gatas? 
2 flozand 16 fl oz shatterproof plastic. Patient Intravenous calcium gluconate may be used in conjunction with the 
information provided bios xe im should not be used because ventricular 
, ibrillation may result. 
Gamene Shampoo for pediculosis. 2 fl 02 and 16 fl If irritation or sensitization occurs, discontinue the product and 
oz shatterproof plastic. Patient information provided. consult physician. 


Adverse Reactions: Ventricular fibrillation, irritation of eyes, skin 
and mucosa, CNS toxicity if absorbed in excess amounts. Allergic 
sensitivity reactions and primary skin irritation responses have been 
reported following applications to the skin 

For complete prescribing information please see package insert. 
Caution: Federal law prohibits dispensing without prescription. 
FOR EXTERNAL USE ONLY. 

POISON —KEEP OUT OF REACH OF CHILDREN. 
References: 1. Patient Care 7:94, Nov 1, 1973. 2. Haydon JR and 
Caplan RM: Arch Dermatol 103:168, Feb 1971. 3. Stankler L: 
Practitioner 210:803, Jun 1973. 4. Domonkos, AN (ed): Andrews’ 
Diseases of the Skin: Clinical Dermatology, ed 6, Philadelphia, 

WB Saunders Company, 1971, pp 511-513. 5. Muller G et al: Arch 
Dermatol 107:70, Jan 1973. 


Gets the mites. Y 
Gets the larvae. 
Gets the eggs. 


gamma benzene 
hexachloride USP I% 


Barnes Hind Pharmaceuticals, Inc. 
895 Kifer Road 
Sunnyvale. California 94086 





PLOLIAZI- 
get Prt, we o — | 
Ihe Capricious Dermatosis Psoriasis. Mere mention of the word can 


make an afflicted patient cringe. And, 


because of the capricious, unpredictable 


(tluocinonide) nature of the disease, the patient rarely 
OQ Or knows where or when it will recur 
i 5 O Obviously, the goal is control. And, 





d WT. though varied treatment modalities are 
A stabilizing Influence available today, none offers universal 





efficacy for all patients, all of the time. 

Yet, very often a highly effective topical 
steroid, like Lidex, (fluocinonide) can 
help stabilize psoriasis. 

. Lidex. A highly effective topical steroid 
with anti-inflammatory, vasoconstrictive, 
antipruritic actions. 

100% dissolved for optimal penetration, 


SOA, 


important in stages that exhibit thickened, 
scaly lesions. 

Totally free of preservatives. 

Available in cream, ointment, and 
Topsyn® (fluocinonide) gel. 


SYNTEX 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 




















% Cream and Ointment 


ummary of prescribing information 
escription 

IDEX cream 0.05%, LIDEX ointment 0.05% and 
OPSYN gel 0.05% contain the active compound 
uocinonide. Fluocinonide, which is the 21-acetate 
ster of fluocinolone acetonide, has the chemical 
mula 6a, 9a, -difluoro-118, 16a, 17a, 21-tetrahydro- 
ypregna-1,4-diene-3, 20-dione, cyclic 16, 17-acetal 
ith acetone 21-acetate. LIDEX cream contains 
uocinonide in FAPG* cream, a specially formulated 
'eam base consisting of stearyl alcohol, polyethylene 
ycol 6000, propylene glycol, 1, 2, 6-hexanetriol and 
c acid. This white cream vehicle is greaseless, 





;mon-staining, anhydrous and completely water 

“miscible. The base provides emollient and hydrophilic 

“properties. In this formulation, the active ingredient 

* 4s totally in solution. 

 LIDEX ointment contains fluocinonide in a specially 

‘formulated ointment base consisting of Amerchol 
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Introduction 


The special issue you have in your 
hands is an extraordinary event. 

€ It marks the 100th birthday of 
dermatology as a specialty in Amer- 
ica. 

e it brings a sense of occasion, the 
American Dermatologieal Association 
centennial. 

€ It rises to the larger vantage of 
history. 
< * It records the state of the science 
of dermatology today. 

Such a special issue is unique and 
one to be treasured, but one made 
possible only by the largesse of the 





patrons we have listed. Our deep 
thanks go also to John Epstein and his 
editorial board for their enthusiasm in - 
bringing this to you. Finally, our 
gratitude extends to the speakers for 
turning the transience of their spoken - 
word into the permanence of this 
written record. 

Let us turn now to the pages of the 
program to share with you some of the 
excitement of this centenary. We 
begin by dining with Thomas Jeffer- 
son! 

WALTER B. SHELLEY, MD 
PHILADELPHIA 









(ome years ago, on the oceasion of a 
state dinner honoring the Nobel 
aureates of the Americas, President 
ohn F. Kennedy called his assembled 
guests "the most extraordinary collec- 
tion of talents that has ever been 
ks gathered together at the White 

- House, with the possible exception of 








when Thomas Jeferson dined alone." | 


saan . The third President of the United 
_. States was indeed a "most extraordi- 
nary collection of talents,” not only a 
statesman but a scientist, architect, 











“From the Corcoran Department of History, 
rsity of Virginia, Charlottesville. 


Thomas Jeffe r'so - 
and the Revolution of the 


musician, agriculturist, lawyer, educa- 
tor, philologist, ethnologist, inventor, 
geographer and so on. This multifac- 
eted genius, this “American Leonar- 
do,” led the footsteps of America into 
the paths of civilization. In this bicen- 
tennial season, we are apt to remem- 
ber Jefferson best as the philosopher 
of American liberty and self-govern- 
ment; and perhaps this is as it should 
be. But the American Revolution 
Jefferson envisioned was a revolution 
of mind as well as of government. It 
looked to the release of the intellectual 


energies of a free people and was 


dedicated to the upbuilding of civiliza- 




















Merrill D. Peterson, PhD 


tion in this New World environment. 
Jefferson is diminished, and so is the 
revolutionary heritage from him, if 
we fail to take account of the larger 
dimensions of his thought and work. 
Here in Williamsburg, we ought to 
be especially conscious of this. Thomas 
Jefferson was a youth of 17 when he 
came down from the orange-red hills 
of Albemarle to this colonial capital in 
1760. Tall and lanky, with reddish hair 
and a freckled face, he gave the 
appearance of the fresh country lad he 
was. Williamsburg, although it num- 
bered only 1,500 inhabitants, was th 
seat of the British Empire in the. New 


Thomas Jefferson—Peterson - : ii 





. World. Jefferson came to attend the 
~ College of William and Mary, the 
‘second oldest college in North Amer- 
ica, located then as now at the west- 
:erly end of Duke of Gloucester Street; 
but he was introduced to the teeming 
life of the capital and to the princely 
estates of the patrician families in the 
‘surrounding countryside. Williams- 
burg, more than the college, became 
.his university; and Jefferson would 
later call it “the finest school of 
manners and morals that ever existed 
. jn America.” He found three great 
. teachers in Williamsburg. Dr William 
Small, of Scotland, the only noncler- 
 gyman on the faculty of the Anglican 
college, opened to his star pupil excit- 
ing new vistas of scientific learning to 
“go along with the classical learning he 
had acquired as a schoolboy in Albe- 
 marle. George Wythe, the leading 
“scholar at the provincial bar, became 
Jefferson's mentor in the law. He 
often said that nature had destined 
him for the arts and sciences; but no 
"careers opened to these fields in 
‘colonial Virginia, and Jefferson took 
> the well-traveled path to the law. It 
became his profession until the Revo- 
lution intervened, then served him 
well in the creation of free political 
institutions. The royal governor, 
© Francis Fauquier, an urbane man, a 
-" fellow of London's Royal Society, a 
patron of art and music, brought the 
cultivated tastes of the metropolis to 
— the province. The governor recognized 
young Jefferson's talents, admitted 
him into his circle, and added the 
youth's violin to the musical ensemble 
that performed weekly at the palace. 
The Williamsburg trio of Small, 
Wythe, and Fauquier placed Jefferson 
firmly on the track of education, from 
which he then proceeded on his own. 
- He became a “hard student,” zealous 
in the pursuit of knowledge, with an 
insatiable appetite for books, both 
ancient and modern, in half a dozen 
languages. His personal library grew 
to some 6,000 volumes, and in 1815, 
when Jefferson sold it to the United 
States, became the foundation of the 
Library of Congress. 
The library is an index to the catho- 
lieity of Jefferson's mind and the 
. variety of his accomplishments. He 
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was, as I have said, a multifaceted 








man, and I would like to draw atten- 
tion to three of the facets: science, the 
fine arts, and edueation. Jefferson's 
brilliance showed in each of them; 
taken together, I hope they will 
suggest the vision of culture that 
enveloped Jefferson's conception of 
the democratie revolution, launched 
on this shore 200 years ago. 

I begin with Jefferson the scientist 
because it helps us to comprehend how 
much he was, in all his thought and 
activity, an exponent— with Benjamin 
Franklin, the foremost American ex- 
ponent—of the 18th century Enlight- 
enment. His heroes were neither 
statesmen nor warriors, but philoso- 
phers, in particular the trinity of 
Bacon, Newton, and Locke, upon 
whom the whole ediface of the 
Enlightenment was raised. The domi- 
nant spirit was one of skepticism 
toward all received truths and of 
untrammeled free inquiry in the 
pursuit of knowledge. The mission of 
philosophy was no longer to reflect the 
world, or to contemplate another, but 
to change it. “Knowledge is power,” 
Francis Bacon had said; and Jefferson 
was never more typically a disciple of 
the Enlightenment than in his opti- 
mistic conviction that reason and in- 
quirr might lead man away from 
whatever is false, twisted, or capric- 
ious in human affairs toward the 
truth inherent in the nature of things. 
This was the authentie faith that 
underlay modern science. Man had 
been too long alienated from nature. 
For centuries, he had been dominated 
by dogmatic authority and supersti- 
tion-by the twin despotisms of 
priests and kings. Now these false 
idols were crumbling and man might 
take control of his destiny by discov- 
ering the laws of nature and putting 
them to the serviee of the species. 

This faith informed all of Jeffer- 
son's work. The republic of his vision 
was "a republic of science,” by which 
he meant a civil order founded on the 
principles and imbued with the spirit 
of scientific intelligence in his day. 
The one book that he found time to 
write during his crowded lifetime, 
Notes on the State of Virginia, was 
chiefly a scientific work, and its publi- 
cation in 1785 earned for Jefferson an 
international reputation as an en- 
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lightened man of science. Notes on the 


State of Virginia was primarily a 
work of natural history, one of the 
large fields of inquiry that encom- 
passed the earth as the scene of life. 
Jefferson's subjeet was the greater 
Virginia of that day, extending from 
Kentucky to the Great Lakes, west- 
ward to the Mississippi and beyond. 
The country was terra incognita to 
science, and Jefferson sought to take 
intellectual possession of it—to record 


on. Especially important was his refu- 
tation of eurrent European theories of 
biological impotence and decay in the 
New World. The Comte de Buffon, the 
greatest naturalist of the age, had 
said that the New World exhibited 
fewer species than the old, and that of 
the animals common to both, those of 
America. were smaller, meanly 
formed, "very few ferocious, and none 
formidable." According to Buffon, the 
feebleness of American nature was 
due mainly to the excessive coldness 
and humidity of the climate. The New 
World seemed to be robbed of the life- 
giving powers of the sun. Jefferson 
refuted Buffon by measuring and 
weighing numerous specimens of 
American quadrupeds, from the 
mouse to the mammoth, that fabled 
ereature— "the largest of all terrestial 
beings"—that Jefferson supposed still 
roamed the wild lands north of the 
Ohio River. Comparing his figures 
with Buffon’s, he was able to show 
that of the quadrupeds common to 
both continents, those of America 
were generally as large, and further, 
that the types peculiar to America 
exceeded the types peculiar to Europe. 
So much for the impotency of the New 
World! But Buffon had also argued 
that the natives of America, the 
Indians, were similarly enfeebled. 
Again, Jefferson entered his rebut- 
tal-a somewhat Rousseauistic ideali- 
zation of the Noble Savage. Other 
European savants had gone on to 
eondemn the transplanted European 
to waste and decay in the wretched 
New World. What, after all, had 
America added to the world's stock of 
literature, science, and art? Jefferson 
mustered what examples he could of 
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J. meeting a scientifie paper," 


American genius—Franklin, Wash- 
ington, Rittenhouse—and appealed to 
the future for vindication. 

* The animus Jefferson’s work in 
science was utilitarian. His one pas- 
sion in what we would call pure 
^». geience was paleontology. Even today, 


"Father of American Paleontology” 
one of Jefferson’s titles, despite the 
curious fact that he denied the funda- 
mental premise of this emerging 
science, namely that species can 
become extinct. And so the prehistoric 
mammoth must still exist somewhere; 
otherwise, the links in the Divine 
Creator's “great chain of being” 
would be broken and all coherence in 
iverse would be gone. Jefferson 
and his. friends went to great lengths 
to discover, dig up, and preserve the 
bones of the mammoth or mastodon. 
The/ first fossil skeleton mounted in 
Anferica, and: only the second in the 
als was of this creature. Jefferson 
Já ter sent a collection of mastodon 
^ bones to Paris, where they may still be 
seen today in the Museum of Natural 
History. When in 1797 he traveled to 
Philadelphia to be inaugurated vice 
president of the United States, Jeffer- 
son carried with him a large box of 
fossilized bones, the remains of some 
great unknown creature (not the 
mammoth) lately exhumed in western 
"Virginia. Six days after he was 
installed in the second office of Amer- 
ican government, he was installed in 
the first office of American science, 
the presidency of the American Phil- 
osophical Society. This, he said, was 
“the most flattering incident of my 
entire life,” and he presented to that 
Memoir 
on the Discovery of Certain Bones of a 
Quadruped of the Clawed Kind in the 
Western Parts of Virginia"—an early 
landmark in the literature of paleon- 
tology. The American Philosophical 
Society, founded by Franklin before 
the Revolution, was the citadel of the 
Enlightenment in America. Jefferson 
remained its president throughout his 
years in the White House, indeed until 
1814. Thus, the first magistracy of the 
nation's government and the first 
magistraey of the nation's science 
were united in one person. 
More important than any discov- 
eries Jefferson made was the recogni- 
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tion and encouragement he gave to 
American science in its infancy. 
Examples abound. In 1801, just after 
he became president, he conducted 
careful experiments of the English- 
man Edward Jenner's cowpox vaccine 
against smallpox; and, next to Dr 
Benjamin Waterhouse of Boston, he 
deserves credit for introducing this 
discovery in America, which promised 
to wipe out one of the ancient 
scourges of mankind. On Jefferson's 
scale of values, this was more impor- 
tant than nine tenths of what he did 
as President. As President, of course, 
he sent Lewis and Clark on a voyage 
of discovery across the unknown 
continent. His publie polieies often 
reflected the scientific rationalism of 
the Enlightenment. In 1784, he pro- 
posed the decimal system of coinage 
on the dollar unit. Jefferson has some- 
times been called “the Daddy of the 
Dollar’—an alliterative if not very 
felicitous title-and though he might 
wish to disclaim paternity for any- 
thing so worthless as the dollar, or 
bless his stars that his image has 
turned up on the new two-dollar bill, 
we are, thanks to him, still able to 
multiply and divide our money by 
tens, which seemed to Jefferson the 
plain dictate of reason. In 1790, when 
he was secretary of state, Jefferson 
proposed a decimal system of weights 
and measures founded on a natural 
and universal standard. This was not 
adopted, of course, and only now are 
we coming to a scientific system of 
weights and measures, the metric, 
which was a product of the French 
Revolution rather than the American 
Revolution. Even the nation’s land 
poliey-the way the western lands 
were divided and bounded prior to 
sale—bore the imprint of Jefferson's 
mathematical mind. The effects of his 
precise rectilinear land survey system 
are still visible today to anyone who 
flies over the prairies and plains and 
views the linear patehwork of the 
fields below. 

Not al men shared Jefferson's 
vision of "a republie of science." 
Science, in his view, was apolitical. 
Only despots had reason to fear it. A 
nation dedicated to the freedom and 
happiness of its citizens should cherish 
both the methods and the fruits of 





















scientifie inquiry. Indeed, science an 
freedom were so coupled in Jeffer 
son's thinking that he spoke of 
freedom as "the first-born daughter 
of science.” But with the rise of the 
Democratic-Republican party under 
Jefferson’s leadership in the 1700s, 
the ruling Federalists constantly as 
sailed his scientific pretensions. The 
labeled some of his.opinions “infidel 
and "profane"; they poked fun at his 
interest in old bones, his speculation 
on various subjects, his reputed inven- 
tion of the “whirligig chair," the 
swivel chair, which, they jeered, en- 
abled him to see in all directions a 
once without changing position: Even 
the Lewis and Clark Expedition was 
derided as “visionary” by these Feder 
alists. It was not surprising, then, tha 
Jefferson came to see the great - 
partisan conflict of his time as, funda- 
mentally, between the friends and the... 
enemies of enlightened progress. As: 
he wrote to John Adams: 3 


Those who advocated reformation of insti; x 
tutions, pari passu, with the progress of © 
science, maintained that no definite limits |. 
could be assigned to that progress. The 
enemies of reform, on the other hand, . 
denied improvement, and advocated steady 
adherence to the principles, practices and 
institutions of our fathers, which they: 
represented as the consummation. of wis- 
dom, the acme of excellence, beyond which | 
the human mind could never advance. ^ 


But Jefferson was a devotee of the. 
fine arts as well as of the sciences. In 
June, there will open a great exhibit |. 
at the National Gallery of Art in. . 
Washington, DC, "The Eye of Thomas 
Jefferson," probably the largest show _ 
ever mounted in the name of a man = 
who was not primarily an artist. His '. 
principal achievement in the arts was, 
of course, in architecture. The work of 
architectural historians has firmly 
established his fame as the first great 
American architect. Interestingly. 
enough, he began his career as an 
architect in the same year, 1769, when 
he was 26, that he began his political: 
eareer, and it may be said to have 
lasted longer. He had decided to build 
his home on the little mountain he 
called Monticello, not far from his =. 
birthplace. Most of the Virginia build- 
ings he had seen, even the stately ones: 
around Williamsburg, were wretched 
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Fo - dán his opiniog. There were no archi- 
— tects in Virginia, so he set out to 
become.his own architect. He learned 
the art, as he learned most things, 
from books; and he quickly discovered 
his master in the Renaissance Italian, 
_ Andrea Palladio, who had gone back 
^ to Roman antiquity for his models. 
. Montieello was a modified Palladian 
villa, All of Jefferson's later architec- 
tural work, preeminently the Virginia 
Capitol in Richmond and the Univer- 
^ sity of Virginia in Charlottesville, 
were in the Roman or Palladian 
: manner, though original creations in 
. their own right. 
.. Why, one is bound to ask, did the 
scientifie modernist return to ancient 
Rome for models in architecture? Like 
. most men of the Enlightenment, he 
. was a great admirer of the ancient 
civilizations. They exhibited ideals of 
learning, beauty, and virtue, and 
furnished a whole armory of weapons 
— for the assault on mystery and author- 
.. ity, both civil and ecclesiastical. The 
appeal to the ancients was on behalf 
‘of modernity; the spirit was both 
~ innovative and modern. Jefferson 
> revived classical architecture because 
in that, rather than in the vernacular 
of his own time and place, he found a 
=œ = conception of beauty that was as 
a - universal, chaste, and orderly as the 
- .". Newtonian laws of motion. And why, 
one is also bound to ask, did this man 
who has been called "The Apostle of 
Americanism," import the forms and 
tastes of the Old World rather than 
seek to create an indigenous Amer- 
ican architecture? The answer is that 
> jn the arts, as in the sciences, he was 
an 18th century cosmopolitan and 
. universalist. He did not aspire to an 
— indigenous American art, such as that 
of Frank Lloyd Wright, but rather to 
raising America up to the standards 
-of beauty and taste in Western civili- 
zation. 
Anyone who has visited Monticello 
knows of Jefferson's creativity in the 
decorative arts. He designed furni- 
ture, silver teapots, and draperies; 
and, of course, turned Monticello into 
"an amazing palace of gadgets" of his 
= own invention. He was neither painter 
nor sculptor, but from his books he 
learned the cultivated taste of the 
time in these arts. As early as 1771, he 
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listed in his building notebook over a 


dozen statues of which he hoped to 
acquire copies in Europe to adorn 
Monticello. All were of classical fig- 
ures, such as the Apollo Belvedere, 
which will be exhibited at the Nation- 
al Gallery. Later, when he was plan- 
ning to go abroad, he made a desi- 
derata list of paintings and statues. 
Many of the items in the once 
substantial collection of art works at 
Monticello—one of the largest Amer- 
ican collections of the time— were 
acquired in Europe when Jefferson 
was minister to France in the 1780s. 
Portraiture was well represented, 
along with works depicting historical 
and literary themes: Jesus Driving 
the Money Changers From the Temple, 
David With the Head of Goliath, 
Daphne Transformed Into a Laurel, 
Diogenes in the Market at Athens, to 
mention only a few. Jefferson's taste, 
whatever we may think of it, accorded 
with the taste of the time. He admired 
Rubens and Raphael and Guido Reni 
and such contemporaries in France as 
David and Houdon, whose studios he 
visited. It was he who selected Houdon 
to seulpt the great full-length statue 
of George Washington; and Houdon 
executed busts of many Americans, 
including Jefferson. Yet for all of 
Jefferson's enthusiasm and apprecia- 
tion for the plastic arts, his taste fell 
well below his taste in architecture. 
This was partly because he did not see 
the immediate utility of these arts in 
his infant eountry. In 1788, in Paris, 
he wrote a series of "travel notes" for 
two young Americans touring Europe. 
He advised them to fix their gaze on 
agriculture, the mechanical arts, and 
politics—all useful to America. Paint- 
ing and statuary, he said, were “worth 
seeing, but not studying,” since they 
were too expensive for the present 
state of wealth in the United States. 
Two fine arts were recommended as 
eminently useful: landscape garden- 
ing, beeause the noblest gardens 
might be made at the least expense in 
America; and architecture, because as 
the Americans had to have buildings 
and houses anyway, they might as 
well be beautiful. Besides, said Jeffer- 
son, “it is desirable to introduce taste 
into an art which shows so much.” The 
advice was all very American—and 
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damning in the eyes of European 
connoisseurs. 

Jefferson called music “the favorite 
passion of my soul.” As a youth he 















learned to play the violi 
ently became quite 
while at college in V 
Legends have gathered . 
son and his violin; no 
instrument allegedly o 
him sold at auction f 
sands of dollars. Whe 
was, as some have s 
first great amateur v 
can be no doubt of his 
Only in France was he. 
it fully. While still a y 
attempted to import ag 
musicians, who would 
deners, so that he migh 
ensemble at Monticell 
course, he would play. 
his wife Martha the ha 
plan did not work out, 
later, when President, | 
lar objective in the Wh 
now know a good dea 
son's musical interests 
tions he owned, the ins "o 
the musie he played. It seems appar- 

ent that what exeited him was the 

personal joy of performance, more 

than listening to musie. And this may 

give a clue to Jefferson's attitude 

toward the fine arts in general. He 

was essentially a workman who found ., 
aesthetic satisfaction in active partici- 

pation rather than in passive contem- 

plation. Thus, he liked architecture 

because he could build, and music 





talent in the :lastie arts, he could not 
really be a connoisseur. His devotion 
to the fine arts was more than 
personal, however; fundamentally, it 
stemmed from the conviction that 
they were necessary to the high state 
of civilization toward which America 
should aspire. "I am an enthusiast on 
the subjeet of the arts," he declared. 
“But it is an enthusiasm of which I am 
not ashamed, as its object is to 
improve the taste of my countrymen, 
to inerease their reputation, to recon- 
cile them to the respect of the world 
and procure them its praise." 

In the field of education, Jefferson 
was truly an American prophet. Edu- 
cation was always a "holy cause” with 
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aristocracy. 
: turn, would be sent on at public 
expense to the. College of William and 
‘Mary, 


i rigorous - 





him, and at two periods separated by 
half a lifetime it was a matter of 
highest concern. In 1776, after the 


| so dosis of Independence, he re- 


turned to Virginia and sought sweep- 
ing reforms, among them the institu- 


-` tion of a comprehensive plan of publie 


education, such as existed nowhere in 
the world. The blueprint of the system 
was his "Bill for the More General 
Diffusion of Knowledge." The pream- 
ble defined two purposes: first, "to 
illuminate, as far as practicable, the 
minds of the people at large," which 
was essential to free government; and 
second, to ensure that the natural 
aristocracy-the aristocracy of virtue 








and talent, not the pseudo-aristocracy 


of wealth and privilege—were liberally 
educated for leadership of the society. 
Jefferson projected three grades of 
education, the whole rising like a 
pyramid from the loeal communities. 








n local tax- supported elementary 
| schools, all children would be given 
'three years of education, which was 


three years more than they were 
getting. Above these, the district 
grammar schools, maintained by the 
state, would be "free" only to those 
children of poor families who, after 
competitive examination, 
Lined to be of the "natural 
The best of these, in 






ge ria 


which by a companion bill 
Jefferson proposed to convert into a 
secular state university.’ 

Jefferson's plan for the college 
failed; so, too, did his pln for a state 
library and museum; and so too, 
finally, did his general edueation bill. 
The arguments used to defeat it rang 
down the years. The plan was too 


ambitious; it was impractical; it was 


“godless”; it soaked the rich for the 
education of the poor; and so on. The 
defeat shattered Jefferson. There 
were a number of skirmishes in what 
he came to call his “40-year campaign" 
for education, but it was only after he 
retired from the Presidency that he 
could again give himself earnestly to 
the cause. And again, the Virginia 
legislature defeated his general edu- 
cation bill. Out of the wreckage, 
however, Jefferson brought to frui- 
tion his plan for a state university—no 
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longer a reformed William and Mary, 
but a new institution built from the 
ground up under his watchful eye in 
Charlottesville. To erect the apex of 
the pyramid without the foundation in 
the schools was doubtless an act of 
folly. Jefferson, nevertheless, took 
what satisfaction he could in the 
result. The University of Virginia was 
his ereation throughout: from the 
grounds and buildings to the schools 
and curricula, the selection of faeulty, 
the care and feeding of students, and 
every minute detail. His architectural 
plan, “an academical village," was at 
once more beautiful and more appro- 
priate to a university than anything 
found in Europe or America. His 
educational plan contained many 
striking innovations: the substitution 
for the traditional classical curriculum 
of one embracing technical and utili- 
tarian branches; the dissolution of the 
ties between religion and higher 
education; the introduction of the 
"eleetive system" for a regimented 
course of study; the liberalization of 
disciplinary codes (including a brave 
attempt at student self-government); 
and the role assigned to the university 
in the discovery of new knowledge as 
well as in transmission of the old. 
The dominant motifs of Jefferson's 
educational work were to have a 
profound influence in America. Of 
first importance was his belief that 
education and freedom went together, 
A democratie republic could survive 
only if the people were sufficiently 
educated; and thus, education became 
a paramount responsibility of the 
state. Second, Jefferson coupled the 
seemingly contradictory goals of 
equality and achievement. On the one 
hand, his system was designed to 
make people more equal; on the other 
hand, it was designed to cultivate the 
“natural aristocracy.” The two goals, 
the egalitarian and the elitist, seemed 
perfectly compatible to Jefferson; and 
Americans have generally wanted to 
believe that justice is done in our 
society if all children get an equal 
start up the ladder of education, 
regardless of where they may exit or, 
indeed, of what they bring to the 
ladder at the beginning of the race. 
(Alas, that faith now seems doubtful.) 
Third, education should aim at useful 


knowledge, which is the key to hur 
progress. The idea of pure intellec! 
cultivation was European, in- Jef 
son’s view. It raised up a small-clas 
men possessed of archaic learning - 
literary refinement, but left the rr 
in ignorance and contributed preci 
little to the sum of human well-be: 
Jefferson redefined the mission 
higher education, in particular, 
underscoring such terms as uti 
progress, and modernity. Finally, . 
ferson's aggressive secularism br 
sharply with the essentially relig: 
ideal of New England education. 
the elementary schools, he ruled 
the Bible as a text of moral inst 
tion, proposing that the pupils 1 
history instead, His plan for the 1 
versity of Virginia made no provi: 
for a professor of divinity or relig 
instruction of any kind. This 
unheard of; and, of course, brou 
down upon the infant university 
wrath of sectarians for whom the | 
of a university without religion 
an abomination. Yet this too g 
ually became a part of the Amer 
tradition in education. 

The minds of most great pn 
someone has said, contract, like 
pupil of an eye, the more the light: 
is shed upon them. But, as I havet 
to suggest, Jefferson's mind dil 
under the light of inquiry. Among 
Nobel laureates at President Ker 
dy's state dinner were statesn 
scientists, artists, perhaps even 
edueator or two; but there was 
Renaissance Man on the mode 
Thomas Jefferson. In our modern 
of specialization, it is difficult 
comprehend (much less to prod 
such a man. Yet it is Important. 
we try to comprehend him, espec: 
in this bicentennial year, when 
reflect on the American experimer 
liberty. It was a politieal experim 
of course, but it also looked bey 
polities to raising in this new wot 
republie of science, of arts and let 
a progressive and humanistic cul 
of freedom inspired by the hig 
ideals of Western civilization. Je 
son embodied this vision and ki 
beyond any of the other founders, 
only through its fulfillment would 
American Revolution ultimately ji 
fy itself. | 
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— Walter B. Shelley, MD 


his is our centennial year! It is a 

time for recollection, a time for 
. ancestral homage. To begin our 
= tributes, I would like to take you back 
.. to the giants of American dermatol- 
< ogy in the period 1876 to 1926. Who 

were they? What did they do? What 

legacy did they leave? 

It is 1876. We are in Philadelphia 
Celebrating our nation’s centennial 
and the International Medical Con- 
gress is in progress. Fourteen of its 
< participants withdraw to the Univer- 
-= sity of Pennsylvania to hold the first 
|. meeting of the American Dermatolog- 
teal Association (ADA). It is there our 

spotlight falls on the man they chose 
= to be their leader, James Clarke White 
` (Fig 1) He is the first of the four 
~ greats I want to portray for you. Here 
. was a remarkable man. At a time 

J when dermatology was an inchoate, 
_ scarcely identifiable specialty, he be- 
. eame its first professor! 

We must turn to his engaging auto- 
biography, Sketches From My Life, to 
learn. more. Born in 1833, in the 
` seaport town of Belfast, Maine, he 
- grew up in the manorial splendor of 
one whose father was a wealthy ship- 
builder and importer. He lived an 
adventuresome happy youth, playing 
with Indians, kiting, sailing, and clam 
digging. At 16, he came down to 
Boston to enter Harvard and enjoy 
the delights of exposure to a faculty 
-that included Henry Wadsworth 
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Longfellow. Medical school followed, 
as a modest exposure to two winter 
lecture courses lasting four months 
each. The school, ealled Tremont, was 
run as a private entrepreneurial 
enterprise by “moonlighting” profes- 
sors from Harvard Medical School. 
The staff included Oliver Wendell 
Holmes, was but four in number, and 
the student body numbered 44. There 


wv 


was no individualized instruction, no 


specialists, no laboratories, and no 
microscopes. But a year as a house 
officer at Massachusetts General Hos- 
pital and a year in Vienna under the 
spell of Professor Hebra completed 
White's medical education. 
Returning to Boston, he opened a 
private practice in 1857 that was his 
daily concern for 53 years! Yet, this 
was but part of his life, for in his own 
words, "research work, reading and 
teaching, private and publie practice 
more than fil up every hour with 
work." Although Harvard made him 
adjunet professor of chemistry in 
1866, it was White's practice that 
actually ehanneled his career. By 1871, 
he was made professor of dermatol- 
ogy, the first chair for our specialty in 
America, and one he was to fill for 33 


years! 
White's eonsuming passion was for 
reform in medical education. He 


rapidly became a leader in the fight 
for longer, more specialized courses in 
medieal school. And a fight it was. The 
support of the specialist derived solely 
from the independent appreciation of 
the community of patients. Thet p. 
ing staff in general and the gradi 

physician in particular were proud e 


skin ward at Massachusetts Gi 
for 30 years. But by 1892, Harvard 







their diversity of skill: 
they may have been. 
the Boston Medical 
Journal in 1874, 













when I began to practice: 
pull teeth, amputate a leg 
gravel out of an eye... tu 
to start with the determin 
organ only—it is all nonse 
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initiated the four-year medical course, 
with all of the specialties repre- 
sented. 

White's contributions to dermatol- «+ 
ogy were equally impressive. Author 
of over 100 papers and the first 
monograph on contact dermatitis 
(1887), White constantly urged great- 
er care in classification. It was he who 
was largely responsible for the classic 
studies of the incidence of specific 
skin diseases, based on tens of thou- 
sands of patients seen by members of 
the ADA in its first quarter century. 
Nonetheless, the best assessment of 
his clinical acumen must rest on his 
description of keratosis follicularis in 
1889. Antedating that of Darier by a 
few months, it has provided a recog- 
nizable clinical model and a name for 
generations of dermatologists. The 
fact that the eponymic laurels went to 
Darier served White as a chapter and 
verse for his continuing plea that 
American medical schools must pro- 
vide the ward beds for the intelligent 
study of cutaneous disease. 
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Fig 1.—James Clarke White. 


Whereas White had only three days 
to study his patient (and a later 
chance observation of his similarly 
afflicted daughter) Darier and his 
team hospitalized their patient for one 
full year for clinical observation, 
histologic studies, drug testing, and 
the preparation of Baretta wax mod- 
els. Skin diseases could no longer be 
looked on as an object of curiosity, but 
rather a necessary area of intelligent 
study. 

It is not surprising that when the 
ADA reached its 21st year, it called on 
White again to be president to cele- 
brate its coming of age. He proudly 
recounted at that meeting in 1897 
that, when the organization had been 
formed, there were only two Amer- 
ican textbooks of dermatology. Now 
there were ten! There had been only 
100 classifiable diseases of the skin, 
now there were 212. There had been 
only 27 members, now there were 60. 
It was indeed at the vigorous age of 
21, for at that meeting Gilchrist 
reported his second case of blastomy- 
cosis. 

To turn to the man, White was 
always known for his wit, vivacity, 
and fund of stories. His favorite 
extramural activity was walking. He 
loved to travel, but his favorite vaca- 
tion site remained the islands off the 
coast of his boyhood Maine. He trea- 
sured rare porcelains with the warmth 
he had for his colleagues. Honors were 
no strangers to James Clarke White, 
and his ultimate was that of being 
president of the Sixth International 
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Congress of Dermatology in New 
York City in 1907. He died in 1913 at 
age 80, leaving his son, Charles James 
White, destined to great eminence in 
this organization, in dermatology, and 
at Harvard. But his greatest heritage 
for us was a proud vigorous academic 
discipline of dermatology. He was the 
accoucheur of our specialty! 

Malcolm Morris, writing in the 
British Journal of Dermatology at 
that time noted that, “as long as 
White lived, no one else could be 
thought of as the leader of American 
dermatology.” But there were other 
leaders. 

Let us return to Philadelphia. The 
spotlight is on Louis Adolphus Duh- 
ring (Fig 2), the second of our greats 
and the second president of the 
ADA. 

Born in 1845 into a wealthy Phil- 
adelphia family, he grew up in the 
elegance of a town house and country 
estate. An avid reader, and musically 
talented, Duhring was introverted 
and nonathletic. Interrupting his un- 
dergraduate studies at the University 
of Pennsylvania, he served briefly 
with the Northern troops in the Civil 
War. He returned to spend three 
years in the Medical Department of 
the university, where in the words of a 
contemporary 


... he was one of the very few well-dressed, 
gentlemanly men in the class. In contrast, 
the medical students of that day were 
mostly a longhaired and uncouth race, 
wrapped in large gray shawls, wearing soft 
black felt hats, and swinging heavy 
canes. 


In his internship at Philadelphia's 
"Old Blockley,” Duhring distinguished 
himself as the leader of a six-piece 
brass band. It is questionable whether 
the patients or the physicians derived 
the greater enjoyment, but it is 
known that on more than one occasion 
an epileptie was transported to a 
higher state of excitation by their 
performances. 

In July 1868, Duhring left for two 
years of postgraduate training in 
Europe. It must be recalled that at 
that time there were no specialists in 
Philadelphia, indeed very few in any 
of the great cities in the United 
States. It was to Europe that one had 
to turn for the new power of special- 
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ized knowledge. In tħree engaging 
letters to the Philadelphia Medical 
Times, Duhring described his experi- 
ences in the community of several 
hundred peripatetic postgraduate stu- 
dents who had come to the specialists 
of Vienna, Paris, and London. It was 
in Vienna that he studied so intently 
both dermatology and Professor He- 
bra. Even his vacations from Constan- 
tinople to Oslo were given to the 
search for experience with rare and 
exotic skin diseases. 

Duhring returned to Philadelphia in 
1870 as its first dermatologist. Unlike 
many of the founding fathers and 
early members of our organization 
whose concern with skin disease was 
limited, Duhring was totally and 
exclusively committed to the special- 
ty. He immediately opened both a 
private office and a public dispensary, 
began to lecture at the University, 
and started a new journal, The Photo- 
graphic Review of Medicine and Sur- 
gery. A blazing new star had come into 
the medical firmament. . 

By the time of the organizational 
meeting of the ADA, Duhring was 
professor of dermatology at the Uni- 
versity of Pennsylvania, where he 
continued to teach for 40 years. It was 
in that year he published the first part 
of his incomparable Atlas of Skin 
Diseases. The atlas received world 
acclaim for its full-page color portraits 
of diseases by the artist Faber and for 
its exquisite essays on the nature and 
management of the disease shown. 
Scarcely had this been launched when 


Fig 2.—Louis Adolphus Duhring. 
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` Duhring’s first textbook, Practical 
Treatise on Skin Diseases, was pub- 
lished. Immensely popular, it had a 
profound influence on the cultural 
growth of dermatology. Edition after 
edition appeared, and translations 
flowed into France, Italy, Russia, and 
even China. All this, at a time when he 
had searcely reached the age of 32! But 
more was to come. 

His presidential addresses before 
the ADA in 1879 and 1880, "The Rise 
of American Dermatology" and "The 
Foundation of American Dermatolo- 
gy," can be reread today as true clas- 
sies. Amidst the cascade of papers 
from his pen came his discovery of a 
new disease, unsighted by the giants 
of Europe. This was dermatitis her- 
petiformis, which remains titled Duh- 
ring disease to this day. It was a feat 
worthy of a Hebra or Alibert, and his 
18 papers on its multivariate clinical 
delineation written between 1884 and 
1889 made the disease his. 

In 1885, the toll of his fiery years of 
unbelievable work loads seemed to be 
a period of collapse, at least, with- 
drawal from practice and teaching. He 
recovered to be enslaved by an ambi- 
tion to write an encyclopedic eight- 
volume work on all of clinical derma- 
tology. The first volume appeared in 
1895, the second in 1898—both master- 
works of clarity, exhaustive referenc- 
ing, and rugged individualism. It was 
his work alone, done without col- 
league, stenographer, or typewriter, 
and as always in his own longhand. A 
third volume was written, but a fire at 
the Lippincott publishing house in 
Philadelphia destroyed the entire soli- 
tary copy of this complete manuscript. 
It was a fire that consumed not one 
but actually six volumes, for Duhring 
never recovered from this cruel event. 
Volume 1 and 2 of his Cutaneous 
Medicine remain as his "unfinished 
symphony." 

Duhring continued to teach and 
practice, but with a dream now of 
leaving several million dollars to 
dermatology. He spent more and more 
time with his investments in stocks 
and real estate. When death came in 
his 68th year in 1913, his fine hand- 
written will directed over a_ half 
million dollars to his Department of 
Dermatology at the University of 
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Fig 3.—George Henry Fox. 


Pennsylvania and another half million 
for libraries, his true love. Half of this 
sum went to the College of Physicians 
of Philadelphia for its great dermato- 
logic collection, the site of his scholar- 
ly researches. Today, his oil portrait 
looks down on their main reading 
room, where I hope many will come to 
see this library's matchless collection 
of dermatologic books and journals. 
Still, Duhring's greatest heritage to us 
was neither money nor fact, but 
rather the legacy of his scholarship, 
his close observation, and his constant 
attention to detail. With Duhring, 
American dermatology had come of 
age! 

For our third leader in American 
dermatology, let us go to New York 
City. The spotlight is on George 
Henry Fox (Fig 3), one of the six 
founders of the ADA. We find that he 
has provided an invaluable autobiog- 
raphy, Reminiscences. Born in 1846, a 
year after Duhring, in a small town in 
New York State, he was the son of a 
minister. His mother died when he 
was only 2, but six adoring older 
brothers and sisters gave him a happy 
childhood. His love of learning led to 
seven years of university training in 
Rochester, NY, broken only by a brief 
period of Civil War service. This 
culminated in an MA degree. His ca- 
reer then began to follow precisely 
that of his contemporary, Duhring. He 
was a student at the University of 
Pennsylvania Medical School, he in- 
terned at "Old Blockley,” and he trav- 
eled to Europe for his postgraduate 


study with Hebra, just as Duhring 
had. Interestingly, it was his brother's 
chance remark that medicine was the 
finest of vocations that led him t 
medicine, and it was the spell of 
single case of guttate psoriasis that 
led him to dermatology. 

Fox was an articulate young man of 
27 when he wrote from Vienna a 
remarkable article on how to study 
medicine abroad. His injunctions in- 
cluded 


Plan on five dollars a day in gold. 

Leave your MD diploma home. 

Know German and French. 

Spend at least one year. 

Although a ticket of admission for a 
six-week course cost but five or ten 
dollars, he pleaded for governmental 
subsidies for such training, citing the 
support given by the Italian, Russian, 
and Japanese governments to their 
students in that year of 1872. For all 
of this study abroad, Professor Hebra 
was a magnet. The greatest teacher in 
Europe, he attracted everyone, wheth- 
er they were of dermatologic persua- 
sion or not. He conducted his clinies 
with the deductive skill of a Sherlock 
Holmes, the satire of a Voltaire, and 
the sympathy of one's mother. The 
students all found his clinic a better 
show than the theatre. 

In 1873, Fox returned to New York 
City, not only opening an office, but 
also working in the skin department 
of a number of dispensaries. His 
teaching skills were remarkable, and 
he found a ready audience in physi- 
cians starved for the specialist's view. 
And in photography Fox found a new 
tool for teaching. Enamored with the 
results, Fox found himself virtually 
more in the office of his private 
photographer on Eighth Avenue than 
in his own office. By 1879, he had 
introduced photography to the derma- 
tologie world by publishing his atlas, 
Photographic Illustrations of Skin 
Diseases. The plates were no longer 
those of an artistic representation, 
but rather a bona fide photographic 
reproduction. Hand tinting gave ap- 
propriate color to the black and white 
prints. A companion piece on cuta- 
neous syphilis soon followed. Both 
were popular, and various sized edi- 
tions with more text and improved 
plates appeared. The torrent of medi- 
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cal illustration had begun. 
By. 1880, Fox was named clinical 
professor of dermatology at the 


ut his chief source of clinical mate- 
rial was the first institution in Amer- 
ica devoted entirely to the care of 
diseases of the skin, the New York 
Skin and Cancer Hospital, where he 
served from 1883 to 1913. It was here 
that he recognized matchbox dermati- 
tis, one of the earliest perceptions of 
contact dermatitis. And it was here 
that the famed patient with Fox- 
Fordyce disease came for help. His 
classic description of this pruritic 
eruption of the axillae rings as true 
today as it did those 75 years ago. 

It was this George Henry Fox, 
warm, friendly humanist of American 
dermatology, who was named honor- 
ary president of the ADA for its 
golden anniversary. It was he who in 
his address of 1926 sent a weleome out 
to us, his unknown progeny, who 
would celebrate the great centennial 
50 years later. When Fox died in 1937, 
a grand master of 90 years of age, he 
left us a heritage in his son, Howard, 
who rivaled his father in his contribu- 
tions to dermatology. An even greater 
heritage was his introduction of the 
photograph into the transmission of 
dermatologie thought. It was he who 
introduced our visual discipline to 
visual replication! No longer were we 
fettered by the language, the draw- 
ing, or the moulage. 

And now to Chicago for our final 
great, William Allen Pusey (Fig 4). A 
generation removed from Duhring 
and Fox, he represents the towering 
figure of the second half of the period 
1876 to 1926. His portrait has been 
lovingly drawn by his associate, Her- 
bert Rattner, and I would urge all of 
you to read or reread it. 

The son of a country doctor in 
Kentucky, Pusey was born in 1865. It 
was in his boyhood home, now a two- 
story red brick building on the main 
street of Elizabethtown, that he 
learned medicine at his father's knee 
and later by riding rounds with him. 
With no thought of any other profes- 
sion, he spent five years at Vanderbilt 
University with honors in such dispar- 
ate fields as astronomy, geology, and 
Greek. After graduating from a two- 


m. of Physicians and Surgeons. 
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Fig 4.—William Allen Pusey. 


year medical course at New York 
University, his first published paper 
was a stinging critique of the system 
of didactic lectures, all given in the 
absence of clinical exposure. Medical 
school was followed by the inevitable 
two years in the European clinics, 
with particular reference to dermatol- 
ogy. 

Pusey selected Chicago as a place in 
need of his newly acquired expertise. 
Within a year of his arrival and the 
opening of an office in 1893, he 
became clinical professor of dermatol- 
ogy at the College of Physicians and 
Surgeons, the doors of the more pres- 
tigious Rush and Northwestern being 
closed to him. Not only was he a 
popular teacher because of his natural 
attractive method of lecturing, but his 
administrative skills became evident. 
As secretary of his medical college, he 
effected its affiliation with the Uni- 
versity of Illinois. He also was instru- 
mental in founding the Chicago Der- 
matologic Society at the turn of the 
century. 

But Pusey’s heroic contribution was 
to introduce roentgen therapy to 
dermatology. In 1899, a scant few 
years after Roentgen’s discovery, Pu- 
sey went to Europe and in one memo- 
rable evening learned the technique of 
constructing an x-ray unit. Back in 
Chicago, he and an electrician built 
their own unit, and by July 1900 he 
had published the first report of 
roentgen therapy for skin disease. In 
February 1902, he reported to the 
Chicago Medical Society on a series of 
cases he had treated. It was one of the 
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most dramatic and exciting meetings . 
in their medical history. Overnight, 
Pusey was a national figure. Within 
48 hours the corridors to his. office 
were filled with hope-filled but can- 
cerous patients, many on crutches. His 
book, The Practical Application of the 
Roentgen Rays in Therapeutics and 
Diagnosis, appeared the following 
year to worldwide acclaim. All of 
roentgen therapy was influenced by 
Pusey’s sound conservative assess- 
ment of the dramatic effects he had 
seen. 

All this was done outside of the 
medical school in his private office, as 
were his studies that led in 1905 to the 
introduction of solid carbon dioxide— 
cryotherapy for skin diseases. 

Yet, Pusey did derive much of the 
clinical background for his great text- 
book, The Principles and Practice of 
Dermatology, not only from his pri- 
vate office, but also from his position 
as attending dermatologist at Cook 
County Hospital, a post he had held 
since 1895. The book appeared in 1907, 
the result of four years of writing late 
into the evenings in the basement of 
his home. The clinical photographs, 
indeed the photomicrographs, were 
virtually all taken by him. Lucid, 
readable, and personal, the book went 
through four editions during a 17-year 
period, a bible for countless students. 

By 1915, as a youth of 50, Pusey 
retired his professorship and turned 
to the organizational medicine of the 
American Medical Association. In 
1920, he persuaded the AMA to take 
over the Journal of Cutaneous Dis- 
ease, which had been kept in print by 
$100-a-year levies on each member of 
the ADA. Thus was launched the 
Archives of Dermatology, of which 
Pusey was the editor for its first 16 
years. By 1924, Pusey received his 
highest accolade. He became presi- 
dent of the AMA. 

In the later years, his inexhaustible 
talent and energy for writing, likened 
by some to a Benjamin Franklin, gave 
birth to a popular account of his 
father, A Doctor of the 70's and 80's, 
which Harvey Cushing deemed re- 
quired reading for every medical 
student. This was followed by The 
History of Dermatology and The His- 
tory and. Epidemiology of Syphilis. His 
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mer lists nine books and 115 papers. 
^ . Pusey died in 1940, and many of us 
.— in his shadow still see his cane and 
© eigar. We hear his hearty laugh, his 
reply to the patient—"I am neither a 
prophet nor a prophet's son"—and we 
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“Turing the years 1926 to 1976, as 
| the field of dermatology grew in 
size and excellence, the contributors 
and their eontributions to American 
dermatology were varied, important, 
‘and many. During these years it was 
‘especially important to keep the 
"specialty in the mainstream of medi- 
„cine in patient service and education 
"as well as in science and research. To 
-aecomplish this, ^ dermatologists 
‘created new ways to meet needs as 
-they arose. 

— Į would like to discuss the organiza- 
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and let the illuminate the 
future. 

 Ithink he would look on our centen- 
nial program with pleasure. For it was 
Pusey who wrote of "the importance 


of being historically minded" and on 


past 
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Major Contributions of 


tions that I believe have made major 
eontributions to our specialty during 
these past 50 years, exclusive of the 
American Dermatological Association 
(ADA). In chronological order, I will 
discuss their founding, who founded 
them, and why they were founded. 

In 1926, American dermatology was 
a very small specialty by today’s stan- 
dards. There were two national organ- 
izations, the ADA and the Section on 
Dermatology and Syphilology of the 
American Medical Association. There 
was only one journal, the Archives of 
Dermatology and Syphilolagy, pub- 
lished by the AMA and edited by 
William Allen Pusey. 

It was at the 1931 meeting of the 
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ADA that a committee was appointed 
to determine the advisability of 
forming the American Board of Der- 
matology and Syphilology (ABDS) for 
the certification of competent practi- 
tioners in dermatology, similar to 
boards that had been created by 
ophthalmologists, otolaryngologists, 
and obstetricians and gynecologists, 
the only three national qualifying 
boards at that time. A similar commit- 
tee was appointed by the Section on 
Dermatology and Syphilology of the 
AMA at its meeting in the same year. 
The favorable report of each commit- 
tee was approved by their respective 
organizations at their annual meet- 
ings in 1932. Four men were then 
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~ appointed from each body to form the 
board. The president of the ADA 
appointed: Jay F. Shamberg, Philadel- 
phia; Howard Fox, New York City; 





" Harold N. Cole, Cleveland; and Arthur 
© W. Stillians, Chicago. 
— The chairman of the AMA section 


2» appointed Howard Morrow, San Fran- 
- €eiseo; William H. Mook, St Louis; 


— ^ George M. MacKee, New York; and C. 
Guy Lane, Boston. 

This ABDS held its first meeting on 
May 11, 1932, and elected its officers, 
who were Howard Fox, president; 
Wiliam H. Mook, vice president; 
C. Guy Lane, secretary; and George M. 
MacKee, treasurer. 

Dr Fox remained president for 13 
years, until 1945. Dr Lane remained 
secretary for 13 years. He then 
became the second president. Francis 
Senear was the third president of the 
ABDS. 

The American Board of Dermatol- 
ogy had been incorporated under the 
laws of the State of Delaware on Nov 
20, 1932. Its purposes were to deter- 
mine competence, prescribe adequate 
standards, conduet examinations, and 
grant certificates to successful candi- 
dates. 

In the beginning, they had a found- 
ers group, consisting of practitioners 
and teachers whose professional train- 


ing, attainments, and prestige enti- 


tled them, in the opinion of the board, 


to a certificate without examination. | 


It was agreed that the founders group 
should include all members of the 
ADA who applied. Interestingly, in 
return, at its 1982 annual meeting, the 
ADA adopted amendments to its 
bylaws, making certification of the 


|: ABD a requisite for admission to the 





-. association. 
~~ In the beginning, there were 15 
.— institutions approved for three years 


u* ef training. They were as follows: 


| 1. University of Michigan Hospital; 

Udo J. Wile, chief. 

2. Buffalo General, City, and Chil- 
dren Hospitals; Earl D. Osborn, 
chief. 

3. Northwestern University and 
Wesley Memorial Hospitals; A. W. 
Stillians, chief. 

4. Rush University and Presbyter- 


^. jan Hospitals; O. S. Ormsby, chief. 
.. 8$. University of Chicago (Billings 
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Hospital); S. W. Becker, chief. 
6. Cleveland City and Western Re- 
serve University Hospitals; H. W. 


. Cole, chief. 


1. University and Minnesota Gen- 
eral Hospitals, H. E. Michelson, 
chief. 

8. Columbia University College of 


. Physicians and Surgeons; J. G. Hop- 


kins, chief. 

9. New York Postgraduate Medieal 
school; G. M. MacKee, chief. 

10. New York University (Belle- 
vue Hospital); Howard Fox, chief. 

11. Graduate School of Medicine, 
University of Pennsylvania; F. Weid- 
man, chief. 

12. University Hospital, Üniveisite 
of Pennsylvania; J. H. Stokes, chief. 

13. Mayo Clinie (University of Min- 
nesota); Paul O'Leary, chief. 

14. University of California; How- 
ard Morrow, chief. 

15. University of Virginia; Dudley 
C. Smith, chief. 

There were also two institutions 
approved for two-years’ training and 
three for one-year training, making a 
total of 20 at that time. Some of the 


institutions paid stipends, others fur- 


nished room, board, and laundry. 
Some even charged fees for the train- 
ing. 

In this decade, 1930 to 1940, the next 
major happening took place in 1937. It 
had become apparent to a group of 
dermatologists that investigations in 
dermatology were burgeoning, and 
that more and more worthwhile stud- 
ies of the skin and its reactions were 
being carried out in the United States. 
Many of these studies were not in 
clinical directions, but in the basic 
science disciplines related to derma- 
tology. Some of them were being done 
in dermatologic institutions, but 
many were taking place in nonderma- 
tologic departments and laboratories. 

It was apparent that the existing 
national dermatologic societies really 
did not constitute a sufficient forum 
for the presentation of the rapidly 
increasing numbers of valuable inves- 
tigations in dermatology. And, the 
single United States dermatologic 
journal did not have space available 
for the publication of many of the 
reports. 


For these reasons, a group of 
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. were held, one in John Stokes's o: 



















dermatologists that ineluded Samuel 
Becker, J. Gardner Hopkins, George 
Miller MacKee,. Samuel Peck, Sig- 
mund Pollitzer, Marion Sulzberger, 
John Stokes, and Fred Weidman 
decided that a need existed and that 
this was the time for a national 
society devoted to investigative der- 
matology and a journal to publish. t 
results of investigations related to t 
skin. Several organizing meetings 


in Philadelphia that included Drs 
Stokes, Klauder, Greenbaum, Sul 
berger, Peck, Pillsbury, Callaway, 
Becker. An official meeting was 
held in Atlantic City. Drs Pollitzer 
Sulzberger drafted the constituti 
and bylaws of the Society of Inves 
gative Dermatology (SID). Mai 
Sulzberger was appointed first editor 
of the journal. 

The SID was incorporated in Ne 
York State on April 24, 1937. Its 
purposes were to coordinate | and 
correlate all the investigative work 
done in the world by anyone, if it had : 
any relation to the skin. This madethe — 
SID unique, in that the membership __ 
consisted not only of dermatologists, 
but of men and women in other fields. __ 
and specialties, including those who  . 
were not physicians but who were 
doing investigative work reinted os 
the skin. 8 

The first officers and directors wer é zum 
George M. MaeKee, president; Joseph > 
M. Klauder, vice president; S. Wio. 
Becker, secretary; J. Gardner Hop- 
kins, treasurer; Hamilton Montgom- 
ery, S. W. Peck, Sigmund Politzer, = 
John Stokes, and Marion Sulzberger. © 

Unfortunately, Dr Pollitzer died ` 
before the first annual meeting, which ^ 
took place in New York City, April 30, 
1938. Fred Wise of New York was 
elected to replace him on the board of 
directors. Seventy new members were 
elected at that first meeting, making 
a total beginning membership of 
498. 

The next year, in 1938, another new 
organization held its first meeting. = 

For some time, the formation of a => 
national association to include all ` 
reputable dermatologists and syphilol- —— 
ogists appeared to be inevitable. The ~~ 
question of forming an American .- 
Academy of Dermatology and Syphi- ~~ 
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~lelogy was fermally brought to the 
attention of the ADA by Howard Fox 
-in June, 1936. The following year, at 
. the meeting of the Section on Derma- 
tology and Syphilology of the AMA 
- (Atlantic City, June 11, 1937) the 
. chairman, Paul A. O'Leary, appointed 
~~ @ committee of seven to study the 
+ advisability of forming an American 
—-. Academy of Dermatology and Syphi- 

 lology (AADS). 

.. Thecommittee met in Chicago, Sept 

10, 1937, at a time that was also chosen 

for the meeting of the organizing 
committee of the International Con- 
gress of Dermatology. This offered an 
unusual opportunity for a large group 
of dermatologists representing all 
"-. parts of the country to meet and 

. discuss the proposed AADS. With the 
+ consent of Dr O'Leary, the committee 
— was enlarged. 

- * The combined committee consisted 
. of Harold N. Cole, Harry Foerster, C. 
- Guy Lane, George M. MacKee, How- 
~ ard Morrow, Paul A. O'Leary, Oliver S. 
- Ormsby, Earl D. Osborne, William 
Allen Pusey, Elmore B. Tauber, H. J. 
Templeton, Martin T. Van Studdiford, 

— Fred D. Weidman, Richard S. Weiss, 
c Udo J. Wile, Fred Wise, and Howard 
=- Fox, chairman. At a meeting of this 
| = enlarged committee, it was unani- 

mously agreed that the proposed 
AADS should be formed in the near 
future. 
p The American Academy of Derma- 
= tology and Syphilology was formally 
Inaugurated and a constitution 
adopted on Jan 14 and 15, 1938, in 
© Detroit, more than 300 dermatologists 
being present. It was voted to hold the 
first annual meeting in St Louis in 
November, 1938. 

Thus, the American Academy of 
Dermatology and Syphilology was 
founded with the express purpose of 
providing an entirely different type 
of meeting in its field. Its programs 
were to be frankly instructional. 
While some societies were exclusive 
by nature, the intent of the AADS 
founders was to make it inclusive so 
that its benefits would be available to 
all honorable physicians practicing the 
specialty. The first officers of the 
AADS were Howard Fox, president; 
Paul O'Leary, vice president; Clyde C. 
Cummer, treasurer; and Earl D. 
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Osborne, secretary. 

The board of directors in addition to 
the officers were Frank C. Knowles, 
Hanther L. Kein, Theodore Cornbleet, 
Martin Van  Studdiford, Samuel 
Ayers, Jr, Joseph Klauder, S. W. 
Becker, Marion Sulzberger, Everett 
Lain, Henry Michelson, and Clark W. 
Finnerud. 

Now that the AADS was formed, it 
seemed proper to consider a rear- 
rangement of representation on the 
ABD. This was agreed to in 1939. The 
following year, the board was in- 
ereased to nine, three from each of the 
contributing societies (the ADA, the 
AMA section, and the AADS). 

I believe that the real unsung 
persons and workhorses in the organi- 
zations such as ours are the secretaries 
of the societies and the editors of the 
journals. I will interject their names 
for each decade, because they deserve 
special mention. From 1930 to 1940, 
the editors of the Archives of Derma- 
tology and Syphilology were Howard 
Fox, followed by Paul A. O'Leary. 
Marion Sulzberger was editor of the 
Journal of Investigative Dermatol- 
ogy. 

The 1940s saw our specialty primar- 
ily oceupied with World War II and 
the recovery from it. During the war, 
we fared well as a specialty due to 
major efforts of three of our men who 
were in leadership positions in the 
military. Donald M. Pillsbury was in 
the Army in the European theater; 
Marion Sulzberger was in the Navy in 
the Asiatic theater; and Clarence 
Livingood was in the Army’s air arm 
in India. Pillsbury described that 
period of dermatology very well in his 
Prosser White oration (1961). 

The influence of the medical experience 
in the war upon dermatology may be 
summarized as follows. It impressed a very 
large number of physicians, both civilian 
and military, with the significant poten- 
tialities of disease affecting the skin and 
producing prolonged morbidity and inef- 
fectiveness. I convinced many future 
leaders of medicine that more attention to 
this ought to be paid in the future... 


That was the basis for much of our 
development and growth during the 
next decade. 

In the 1950s, the specialty increased 
in quality and in quantity. By 1950, 


the AADS had 1,400 members. Our 
organizations and institutions were  ‘ 
doing their respective jobs well. From 
1950 to 1960, the AADS benefit 
from the secretaryships of John T 
Rauschkolb, James R. Webster, and 
Robert R. Kierland. 

Herman Beerman secretaried the 
SID and was affectionately referred 
to as "mother" by his young brood of 
investigators. Naomi Kanof edited 
the Journal of Investigative Derma- 
tology. Paul A. O'Leary and then 
Herbert Ratner edited the Archives of 
Dermatology and Syphilology. 

The 1950s were also the years when 
many new training programs and 
research laboratories in dermatology 
were developing in our medical cen- 
ters. The science of dermatology at 
the laboratory bench was beginning to 
come of age. Stephen Rothman was 
our idol and inspired us to work. 
Donald Pillsbury, with his tireless 
work behind the scenes in Washing- 
ton, establishing avenues for funding, 
made it possible for us to do the work. 
Also, it was in 1950 that William 
Montagna began that annual interna- 
tional workshop called "Symposium on 
the Biology of the Skin." Last 
summer, many of us paid tribute to Dr 
Montagna on its 25th anniversary. 

This decade, 1950 to 1960, was one of 
developing increasing momentum, of 
getting started, and of establishing 
research and educational centers. 
Many of us affectionately refer to 
those times as "the Rothman era." 

If 1950 to 1960 was our period of 
expansion and development, 1960 to 
1970 was the period of assuming wider 
national responsibilities. By 1960, an 
interesting trend was developing in 
academia. All of medieine was looking 
at its quality and type of education 
very quizzically. Some departments of 
medicine were also looking quizzically 
at dermatology. It was obvious that 
our specialty needed a new vehicle or 
organization to stand up and meet the 
new challenges. Drs Callaway and 
Pillsbury emphasized this aeute need 
at the AAD meeting in 1960, when 
Francis Lyneh was president—a need 
for an organization that could focus 
its attention on the goal of enhancing 
the academic attributes of dermatol- 
ogy by increasing the effectiveness of 
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sa dermatology departments. Dr Lynch 
set in motion a plan for such a body. 

The initial planning and program- 

ying was due to the efforts of Drs 

Gallaway, Cawley, Curtis, Dobson, 

E Farber, Lynch, Pillsbury, and Sus- 
* .. kind. The proposed organization, the 
© ... Association of Professors of Derma- 
< tology, was thus conceived and estab- 
. lished under the aegis, sponsorship, 
- . and financial support of the AAD in 

1961. 

The first officers and directors were 

Authur C. Curtis, president; Francis J. 

. Lyneh, secretary-treasurer; J. Lamar 
7. . Callaway, Edward P. Cawley, Walter 
bo ee Pob Jr, and Donald M. Pills- 
E There were 101 training programs 
and their directors for this beginning. 
Remember that in 1932, when the 
ABD was ereated, there were only 20 
training programs. 

An interesting and relatively un- 
heralded event took place in 1962. Did 
you know that the AADS did not 
become incorporated until it was 24 
years old? Also, the academy decided 
to remove the word "syphilology" 
from its name. Thus, in 1962 the new 

name, American Academy of Derma- 
tology, Ine (AAD), quietly appeared 
on the annual program. In the same 
year the ABDS and the ARCHIVES also 
removed the word "syphilology" from 

% their names. 

Let me go back and review the saga 
of syphilis in dermatology. The sub- 
ject of syphilis periodically perplexed 
the American Board of Dermatology. 
In 1935, after a long struggle by the 

. Specialty to include syphilis as an 
. integral part of dermatology, some of 
—.. . our diplomats wanted the name, which 
<< at that time was not exactly a house- 
— - hold word, removed from the board's 
` certificate because they thought it 
degraded the practitioners’ offices 
when the certificate was displayed on 
their walls. In 1940, syphilology had 
become such an important field that 
the Advisory Board of Medical Spe- 
cialists was considering the estab- 
lishment of a separate board for syph- 
ilis to certify candidates who special- 
ized only in that disease, not to be 
. included with dermatology. We sur- 
= vived that; such a new board was not 
f rmed. By 1950, thanks to penicillin, 














"Arch Dermatol—Voi 112, Nov 29, 1976 








there was such a universal lack of 
clinical material with cutaneous mani- 
festations of the disease that the 
ABDS felt the need to reevaluate its 
requirements. As a matter of fact, 
dermatology was more concerned with 
the penicillin reactions when treating 
the disease than with the disease 
itself, 

We really have not divorced syphilis 
from our specialty, even though we do 
not publicly acknowledge it. Now that 
the disease is becoming epidemic 
again, one wonders what we should 
do? If we like the label, perhaps the 
word "venerology" would be a better 
term, since the Communicable Disease 
Center of the Public Health Service 
lists 13 diseases in this category, most 
of which are primarily dermatologic 
or have skin manifestations. 

By mid-1960, stimulated by Thomas 
Fitzpatrick and Irvin H. Blank, a 
group of dedicated dermatologists 
started talking about the possibility of 
organizing a foundation as a unifying 
force and as a fund-raising group for 
the advancement of dermatology. 
Soon after, the following group of 
dermatologists worked out the pur- 
poses and bylaws of the new Derma- 
tology Foundation (DF). These found- 
ers were Herman Beerman, Irvin H. 
Blank, Thomas B. Fitzpatrick, Robert 
R. Kierland, Clarence S. Livingood, 
Francis W. Lynch, Donald M. Pills- 
bury, J. Lewis Pipkin, Wiley M. Sams, 
and Marion B. Sulzberger. 

The Dermatology Foundation be- 
gan active operations in January 1966. 
Its first officers were Donald M. Pills- 
bury, chairman; Robert R. Kierland, 
president; Frederick H. Osborn, vice 
president; Irvin H. Blank, secretary; 
and J. Lowry Miller, treasurer. 

The purposes of the DF were to conduct 
and foster scientific study and research 
and to promote professional medical and 
lay education in the field of dermatology 
and in related fields and generally to foster 
the advancement of educational, scientific 
and charitable endeavors in those fields. 


The original goals encompassed 
efforts to nourish the growth of the 
specialty by aiding the establishment 
of full-time departments in medical 
schools, to support research and 
fellowships, to foster communication, 
and to stimulate interest in students 
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to enter the specialty. * a 
The DF has been eminently success: 
ful from the beginning. As soon as it 
was in business, it immediately began n 
to disperse its income to achieve its . 
goals. DF's income comes primarily 
from the private sector, including . 
dermatologists themselves. This is 4 
fine example of our specialty helping 
itself to improve. 
Recall that also in the middle ad 
late 1960s all of medicine was caught 
up in the world of rapid scientific 
progress and steady socioeconomic 
change. It was in 1967 that James A. 
Shannon, who was in his last year : 
director of the National Institutes of 
Health, raised the question of wheth 
medicine or any branch of it could 
plan its own future and guide its own 
destiny. He wanted this information |. 
available for his last meeting with = 
Congress in the spring of 1968. The 
challenge was thrown out to three of . 
the smaller specialties, realizing that. __ 
such smaller models might be able to: > 
respond more quickly than larger’ 
ones. Dermatology was one of the 
three. A surgical and another medical 
subspecialty made up the other two. " 
This challenge was brought to the _ 
AAD in December 1967.by Philip ^. 
Anderson, who wasthenonleavefrom . - 
the University of Missouri and work- 
ing as an assistant to Dr Shannon.  . 
Clarence Livingood was the president 
of the AAD. By now, the AAD was .> 
acknowledged to be the most compre- : 
hensive and representative of all 
dermatologic organizations in the .. 
country. The specific task was to > 
undertake a systematic survey of the 
health needs of the American popula- | 
tion with respect to skin disease and . 
to evaluate the present and future = 
functions of the specialty that had to - 
cope with these needs. Interestingly, ~ 
the director of NIH, Dr Shannon, > 
wanted this response, albeit in prelim- . 
inary form, in just 12 weeks to take to = 
Congress. pm 
Once again, dermatology went to =` 
work. Clarence Livingood called into = 
existence the Joint Committee on ` 
Planning for Dermatology as an ad 
hoc 12-person committee formed un-  . 
der the committees on finances and 
education. The 12-person committee |. 
consisted of the following: S 
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as Rudolf Baer, New 
School of Medicine, Chairman 

Mary Louise T. Johnson, New York 
University School of Medicine, Seere- 

« tary l l 
Philip C. Anderson, University of Mis- 
souri 

Eugene B. Farber, Stanford University 
School of Medicine 


. . University ` 

co Robert R. Kierland, University of Min- 
nesota Graduate School of Medicine 
(Mayo Clinic) NE 

John M. Knox, Baylor University 

Alfred W. Kopf, New York University 

Walter C. Lobitz, Jr, University of 
Oregon Medical School 

Lawrence H. Miller, Dermatology Pro- 
gram Director, NIH 

Walter B. Shelley, University of Penn- 

-. . Sylvania School of Medicine 

< Eugene J. Van Scott, Temple University 

School of Medicine 


^ The Joint Committee on Planning 
sought the aid of the following seven 


tions of the report: 


. William Epstein, University of Califor- 

~~~ nia, San Francisco Medical Center 

. Thomas B. Fitzpatrick, Harvard Univer- 
sity School of Medicine 

Leonard C. Harber, New York Univer- 
sity School of Medicine 

George F. Odland, University of Wash- 
ington School of Medicine 

J. Graham Smith, Medieal College of 
Georgia 


John W. Strauss, Boston University | 


School of Medieine 
Frederick Urbach, Temple University 
School of Medicine 


- The task set for the committee was 
za formal report evaluating the status 
— of dermatology in patient service, 
education, research, and administra- 
tion, measured against the health 
needs that must be met. It was to 
include sound, specifie proposals to 
- assure the realization of all goals and 
objectives. All of dermatology's insti- 
tutions beeame involved. From its 
earliest days, the joint committee also 
. received the official endorsement of 
. the ABD, the ADA, the American 
^ Professors of Dermatology, the Der- 
matology Foundation, and the SID. 
With the financial support of several 
of these organizations, it was possible 
to proceed, and in 12 weeks, utilizing 
the efforts of over 100 individuals, the 
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York University 


John R. Haserick, Case Western Reserve 


: consultants to help prepare the sec- - 


| preliminary report was completed. | 


This was a "plan to conquer disa- 


bility due to skin disease through 


patient service, education and re- 


search." It was named the “National ' 


Program for Dermatology." 

The next year, to insure the future 
of this vital plan, the AAD at its 
December 1968 meeting accepted the 
sponsorship of the NPD and under- 
took steps toward its implementation. 
This was the first time a medical 
specialty had on its own initiative and 


at its own expense decided to analyze 


its response to the health needs of the 
nation in order to program a future 
that would meet these needs more 
completely. 

Then, under the appointed director- 


ship first of John Knox and then 
Peyton Weary and their respective 
councils, the NPD continued as an. 


active and vibrant program of the 
AAD's planning for our future. 

Also in 1968, the SID had expanded 
its forum and influence. In addition to 
its annual meeting associated with the 
AMA, the SID held its first official 
meeting in association with the Amer- 
ican Federation of Clinical Research 
in Atlantic City. In 1969, the first SID 


program and abstracts were also 


published in Clinical Research. 
From 1960 to 1970, the secretaries 


of the AAD were Robert Kierland, 


Stanley Huff, Robert Pommerening, 
and Frederick A. J. Kingery. The SID 
secretaries were Herman Beerman, 
George Hambrick, and John Strauss. 
The editors of the Archives of Derma- 
tology were Harvey Blank; Walter C. 
Lobitz, Jr, with Richard Dobson; and 


Robert Kierland with W. Mitchell. 


Sams. The editors of the Journal of 
Investigative Dermatology were 
Naomi Kanof and then Richard 
Stoughton. 

Time does not permit mention of all 
the people and the happenings that 
are important in dermatology in the 
past six years. Nor could I name all of 
the contributions, contributors, 
leaders, officers, directors, trustees, 
etc, of our organizations during the 
past 50 years. During the 1970s, the 
secretaries of the AAD have been 
F. A. J. Kingery, John M. Shaw, and 
now Walter G. Larsen. Secretaries of 
the SID have been John Strauss and 


oriented foundations, 









now W. Mitchell Sams, Jr. The editors - 
for the Archives of Dermatology were 
Robert Kierland with W. Mitchell 
Sams and now John Epstein aN 
Kimie Fukiyama. The Journal f 
Investigative Dermatology editors 
were Richard Stoughton and now 
Irwin Freedberg. The editors of Cu- 


tis are Eugene Traub and John T. 


McCarthy. 

During the late 1960s and early 
1970s, new regional and national 
societies, new journals, disease- 
year-around 
symposia and workshops, task forces, 
home study courses, ete, were ereated 
to serve needs as dermatology contin- 
ued to grow and assume responsibili- 
ties. An increasing international per- 
spective was developing. In 1972 and 


. again in 1975, the SID held joint 
, meetings with the European Society 


for Dermatologie Research in Amster- 
dam. And this year, in 1976, the 
Journal for Investigative Dermatology 
became jointly sponsored by those two 
societies, realizing the founders' goal 
"to coordinate and correlate all inves- 
tigative work done in the world if it 
has any relation to the skin." 

The years 1970 to 1976 have also 
been a time for reorganization and 
sorting out responsibilities for derma- 
tology's present and future. In early 
1970, the Association of Professors of 


' Dermatology extended its sphere by 


meeting annually with the American 
Association of Medical Colleges. And, 
in August 1974, it was incorporated as 
a separate organization. Last year, 
the AAD, under the presidencies of 
Rudolf Baer and Harry Arnold and 
the secretaryships of John Shaw and 
Walter Larsen, was completely reor- 
ganized administratively to assume 
its leadership role, representing all of 
American dermatology. Dermatology 
in the United States is now over 4,000 
strong. We are increasing in number 
faster than any other subspecialty in 
medicine; and, we are better organ- 
ized than most to know what we are 
and where we should go. We can all 
feel confident that we are in a good 
position to excell in patient care, in 
education, and in research, fulfilling 
the needs of the nation on this, the 
100th anniversary of the ADA and the 
200th anniversary of our country. 
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: T association historians have 

published histories of the Amer- 
ican Dermatological Association 
(ADA)—one in 1926 and the other in 
1951. Both of these men, George 
Henry Fox and Paul E. Bechet, have 
stressed the capabilities and the 
accomplishments of individuals—the 
founders, the charter members, and 
other prominent members. It is my 
intention to report the events that 
have led to the lofty position enjoyed 
by the association. 

The year was 1876. Ulysses 8. Grant 
was President of the United States. 
The United States was celebrating its 
100th birthday with the Centennial 
- Exposition in Philadelphia. The Amer- 
jean Medical Association and the 
nternational Medical Congress were 
eeting in Philadelphia. At the meet- 
of the Section of Practical Medi- 
cine of the AMA on Wednesday, June 
7, 1876, six physicians, George Henry 
-Fox and L. Duncan Bulkley of New 


York. City, Louis A. Duhring of Phil- 
adelphia, I. E. Atkinson of Baltimore, 


Lundsord P. Yandell, Jr, of Louisville, 
and Edward Wigglesworth of Boston, 
decided to form a national society of 
= physicians who had a special interest 
in dermatology. 


pa bork fue eA A Berry rr shyt hi n mre rr Hitt ta 


From the Department of Dermatology, Abra- 


5 /. Ram Lincoln Schoo! of Medicine and Rush, Pres- 





^ byterian-St Luke's School of Medicine, Chicago. 





They decided to hold an organiza- 
tion meeting at the University of 
Pennsylvania in Philadelphia on 
Wednesday, Sept 6, 1876, at 6 PM, or 
immediately after the close of the 
Section of Dermatology and Syphilol- 
ogy meeting of the International 
Medical Congress. An invitation was 
mailed to approximately 50 physicians 
in various parts of the United States 
whose names were known in connec- 
tion with dermatology. The following 
physicians were present at the organi- 
zation meeting in Philadelphia. 


I. E. Atkinson, Baltimore 
Thomas R. Brown, Baltimore 
L. Dunean Bulkley, New York City 
Samuel C. Busey, Washington 
Louis A. Duhring, Philadelphia 
Carl Heitzman, New York City 
Edward L. Keyes, New York City 
John A. Octerlony, Louisville 
Henry G. Piffard, New York City 
Robert W. Taylor, New York City 
Arthur Van Harlingen, Philadelphia 
Faneuil D. Weisse, New York City 
James C. White, Boston 
Edward Wigglesworth, Boston 

Dr Wigglesworth was elected chair- 
man, and Dr Bulkley was elected 
secretary of the organization meeting. 
A committee was appointed, consist- 
ing of Drs Bulkley, Octerlony, and 
Van Harlingen, to prepare a constitu- 
tion and bylaws and to make nomina- 
tions of officers for the ensuing year. 
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Frederick J. Szymanski, 


Just one day later, a constitution : 
bylaws were presented to the me 
ing. Then. a es section, en 


un in toto and the pé 
Dermatologieal Association. was de- vs 
clared organized. NUN 

The following officers were le 
for 1876-1871. um 


President—James C. White of Boston .. cu 
Vice Presidents-Louis A. Duhring a 
Philadelphia and Robert W. Taylor E 
New York City em 
Secretary —L. Duncan Bulkley of New York 
City — um 
Treasurer—James N. Hyde of Chicago 


The organization meeting then ad Ss 
journed to hold its first regular anne du 
meeting at Niagara Falls, NY, 
September 1877. : 

The purpose of the association: wi 
to promote the study of dermatolog 
with the proviso that the science 
syphilology was not to be neglecte 
This was especially important duri 
the early days of arsenical and pen 
cillin therapy. The original constit 
tion and bylaws stated that the 
membership shall consist of 50 active 
members, residents of the United 
States, and honorary members 
(limited to ten at any one time), who 
could be residents of the United 
States or any other country. In. 1878, : 






















— bylaws were amended to read "active 
=> members, residents of the United 
- States and Canada.” In 1879, James E. 
^ Graham of Toronto was the first 
` -Canadian elected to membership. 
. While the active membership was 
. originally limited to 50 physicians, 
this number has been gradually 
. iereased over the years. In 1906, the 
-active membership was limited to 60. 
In 1911, the number was raised to 75, 
and in 1915, to 100. In 1929, William A. 
Pusey moved that the bylaws be 
amended to increase the active mem- 
bership to 125 and that no limit be 
placed on the number of honorary and 
.. international honorary memberships. 
.. Since the association's organization, 
membership has been offered to the 
teachers, investigators, writers, and 
leaders of North American dermatol- 
ogy. Membership is a reward for work 
well done. Jay F. Schamberg of Phil- 
adelphia, president of the association 
1920, stated that as qualifications 
or membership, he would place: first, 
ersonal character; second, scientific 
attainment; and third, dermatological 
achievement. 
~ In the beginning, annual dues were 
-five dollars. In 1882, a special assess- 
ment of three dollars was levied on 
each member. The treasurer's report 
from the 1884 meeting seems quite 
amusing now. 





































Cash on hand $68.05 
Dues from members 
to date 132.00 
ota. $200.05 


^ Another interesting and humorous 
note is from the 1927 meeting. 
T. Caspar Gilchrist, who first de- 
scribed blastomycosis to the associa- 
tion, brought up the question of extra 
expenses for cigars, White Rock 
water, and tips. He moved that there 
>be an assessment of five dollars to 
- take care of these items. 
- "The sessions of the association 
shall be held annually, and continue 
for three days," stated the bylaws. 
This schedule has been maintained 
-yearly except for the years 1918, 1942, 
1943, and 1945. Meetings for these 
four years were suspended because of 
wartime restrictions. 

The first annual meeting was held 
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‘at the second annual mee ting; the Eu 


were present. Ten members attended 
the second meeting, and only eight 
registered for the 1884 meeting. At 
the 25th anniversary meeting in 1901, 
24 members were present. Sixty-two 
members signed in at the "golden" 


.anniversary meeting in 1926. One 


hundred twenty-one members came to 
the 75th anniversary meeting (1951) 
at The Homestead in Hot Springs, Va. 
Every member who is not lame or 
maimed voiced his or her intention to 
celebrate the centennial anniversary 
at Williamsburg, Va. According to the 
secretary, Thomas W. Murrell, Jr, this 
was to be the largest and the grandest 
meeting of all. 

To continue comments about the 
first annual meeting in 1877, the 
distinction of giving the first scien- 
tific report goes to Almon P. Brooks of 
Chicago, whose specialty was internal 


medicine and who was not greatly 


interested in dermatology. The title of 
his paper was “Acute conditions of 
disease excited by iodide of potas- 
sium.” Written in a beautiful long- 
hand seript, the paper and all of its 
discussions were included in the trans- 
actions. L. Dunean Bulkley of New 
York City read a paper entitled “On 
the eczema marginatum of Hebra as 
observed in America.” Thirteen pa- 
pers in all were read, and two others 
were presented by title only. 

At this meeting, a committee on 
statistics and a committee on nomen- 
clature were organized. Both of these 
committees have functioned over the 
years in developing and collecting 
valuable information on dermatol- 
ogy. 

The papers of the first meeting 
were returned to the authors for 
publication as they desired. At the 
second meeting, the transactions were 
placed in the hands of the editor of the 
New York Medical Journal. In 1884, 
the transactions and papers were 
published in a handsome pamphlet, 
which was mailed to each member and 
to prominent journals at home and 
abroad. This and subsequent pam- 
phlets were later bound in hard covers. 
Some of these can be found in the 
historical files of the association. 

Throughout its history, the publish- 
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at the Cataract House, Niagara Falls, 
NY, Sept 4 to 6, 1877. Twelve members | 


ing of meeting transactions and 
papers has been a persistent problem. 
As a solution, the Journal of Cuta- 
neous and Genito-Urinary Diseases 
was taken over by the association im 
1902. The name was changed to 
Journal of Cutaneous Diseases. For 
years, this periodical was an ideal 
means of preserving the association’s 
records. However, publication of the 
Journal of Cutaneous Diseases was 
not self-sustaining, and in 1920 the 
journal was taken over by the AMA. 
The name was changed to the 
Archives of Dermatology and Syphilol- 
ogy. William A. Pusey apologized for 
the substitution of “archives” for 
“journal” in the journal’s name. He 
regretted losing the old name, with 
which there were so many pleasant 
associations, and more than that, he 
thought that the new name might be 
construed as an attempt to encroach 
upon an Austrian publication with a 
similar name. 

The meetings of the association 
have changed only slightly since the 
first one. For the earlier meetings, 
topics for informal discussion were 
chosen one year in advance. Since the 
number of members in attendance at 
these meetings was small, a lively 
exchange of ideas was often the high- 
light of the meetings. A clinical 
session with the showing of live 
patients was also an important part of 
these meetings. For this reason, meet- 
ings were held in large cities near 
medical centers. After 1944, clinical 
sessions were omitted, probably be- 
cause the need for such sessions was 
being met by many adequate local 
meetings. Two clinical meetings are 
remembered favorably by the mem- 
bership. One was the 1932 meeting in 
Havana, Cuba, organized by the late 
Dr V. Pardo-Castello, at which 40 
unusual eases were demonstrated and 
discussed. The second was the 1941 
meeting, which was highlighted by a 
visit to the National Leprosarium at 
Carville, La. This was arranged by the 
late Ralph Hopkins of New Orleans. 
Álso worthy of mention is that the 
1927 meeting was held at an unusual 
site-the S. S. Alabama out of Balti- 
more. 

The association, which was the 
seeond dermatological society in the 
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United States, has been responsible 


for the development of other dermato- 
logieal organizations. In 1931, the 
board of directors recommended that 


.&à committee of three members be 
.. established to cooperate with a similar 


a = committee from the AMA to formu- 





< late plans for a national examining 


| beard. In 1934, the bylaws were 
— .ehanged to require that an applicant 









‘some anxiety 


for membership shall have received a 
certificate from the American Board 
of Dermatology and Syphilology. In 
1946, the Committee on Education led 


many lengthy discussions about in- 


creasing opportunities for more train- 
ing places for dermatology, either in 


* institutions or by preceptorships. 


In 1937, John Stokes announced the 


proposed formation of a new society 


for investigative dermatology. Al- 


though there was some resistance to 
such a society, Marion B. Sulzberger 


and other leaders of the association 


recognized the need for meetings and 
a journal concerned with the reporting. 


of basie research. The proceedings 
make no mention of the birth of the 
American Academy of Dermatology 
and Syphilology. Originally, there was 
that the association 
might become outmoded and unneces- 
sary because of other and more 
specialized organizations, but history 
has dispelled these fears. The associa- 
tion is more active and more alive 
than ever before. 

In 1957, the American Dermatolog- 


ical Association Research and Educa- 


tional Fund, Ine, (ADARE) was 
formed and incorporated. ADARE 
was organized to promote research in 


the fields of dermatology and syphilo- 
.. logy. The corporation also receives 
. money or property, from which either 
<- the principal or income is distributed 
= for scientific and educational pur- 
.. poses only. 


During the years, the 








corporation has financed research 


grants and lectureships. 

I am undoubtedly the only person 
who has read the proceedings of the 
association for all of its 100 years. 
Contained in these proceedings are 
interesting, important, and amusing 
facts. A few gleanings from these 


proceedings will be of interest to 


today’s members. 


1. In 1891, at the meeting held at . 


the Shoreham Hotel in Washington 
DC, the association’s President Fran- 
eis B. Greenough announced that 
President of the United States, Ben- 
jamin Harrison, had invited the mem- 
bers to a reception at the White 
House. There was no further mention 
of the affair. — 

2 In 1897, an association dinner 
was suggested, but only 11 of 23 
members favored it, so the idea was 
abandoned. 

3. In 1912, at the 36th meeting in St 
Louis, the members were driven by 
automobile through the parks and 
eity. They visited the Shaw Gardens, 
where the members witnessed a dem- 
onstration by Professor George T. 
Moore on the “Production of disease 
in plants and animals by parasitie 
plants." After this, the members were 
taken to the Belrive Country Club, 
where a banquet was held. Later, the 
evening session convened at 8:30 PM. 

4. Not until the "golden" anniver- 
sary meeting (1926) were women 
mentioned. It was voted that women 
could attend the historieal lectures 
and the dinner. As early as 1904, it 
was recommended that women should 
be eligible for membership, but this 
proposal was tabled for a mere 47 
years. The capable and personable 
Beatrice M. Menton is our first female 
member. 

5. The office of historian was estab- 
lished in 1915 to prepare obituaries of 


i 


| 
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deceased members (not a very notable 
function). George T. Jackson,of New _ 
York City was the first historian. . 
Howard Fox of New York City served : 
the longest term, 31 years, in thi 
office. The present historian-autho: 
has endured the second longes 
reign—13 years. Paul E. Bechet, Fran 
C. Combes, Herbert Rattner, 
Marcus R. Caro were historians also. 
6. In 1951, the history written by D 
Bechet of Elizabeth, NJ, was producer 
at a cost of $3,500 for 400 printer 
copies, a slight difference from. th 
eost of the 1976 edition. 3 
7. The association was incorpora 
in 1930 to give it ownership of © 
established name and to aid in 
formation of trust funds. Thi 
action was recommended as far 
as 1914, but Sigmund Pollitze P; 
powerful figure in the associat ion 
stated that eminent legal authorities 
had advised that incorporation had 
advantages for the society. ^ 44. 
For 100 years, the greatest m 
North American dermatology h 
met annually, "first, to advance the | 
branch of medicine that they love, ‘and 
second, to enjoy the friendship of 
colleagues.” By reading the: proceed- _ 
ings, I have become acquainted. with ve 




























men as William A. Pusey, Sigmund — 
Pollitzer, Jay Schamberg, Joseph — 
Zeisler, James N. Hyde, Louis Duh- ~ 
ring, George H. Fox, and- James . 
Clarke White. These were the giants _ 
at the beginning. Now others are _ 
taking their place. Future historians _ 
will record their names and their . 
accomplishments. Should this society _ 
live for another 100 years, we cannot . 
comprehend what great scientific ad- 
vances will have been developed, b 
one thing is certain, the America 
Dermatological Association will be 
involved, | 
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Day ‘id I. Williams, MB, BS, FRCP 


Vhe writings of psychologists tell 
. us that the peak of intelligence is 
reached at about the age of 16 years. 
e neurophysiologists encourage us 
further by saying that we lose gray 
^. cells at the rate of 150,000 a day, give 
or take a hundred or two. Now, some 
of you may not believe all you read, 
|. certainly not everything by psychol- 
. ogists, but there is at least one among 
«yeu who goes along with the psychol- 
ogists, and, of course, you know who I 
T ‘mean—your hard-working and learned 
Secretary, who some time ago decided 
that I had long passed the age (as with 
most ages) of no return. No longer 
‘ould I be trusted with a scientific 
aper but, maybe, a historical contri- 
'ution might be achieved. So long past 
“the time therefore when even that low 
‘orm of cunning called experience can 
counted on to bolster my wilting 
intelligence, I had to rub together my 
-two gray cells, like a boy scout trying 
“to make fire with two sticks, to 
roduce, not a historic, but a histor- 
‘ical paper. 
. "Famous British Dermatologists— 
-1876 to 1976” presented me with great 
roblems of choice. Should I consider 
-those who lived all their lives in those 
-100 years? Could I include those who 
were born before this time and 














From King's College Hospital Medical School, 
University of London. 


conscious and 


survived not much later? I gave 
myself every possible latitude. With 
all this latitude, I could not stand back 
and examine with proper clarity those 
dermatologists I have known well in 
the last nearly 40 years. If I have done 
any of them an injustice, they will 
forgive me, since dermatologists are 
the kindest and most understanding 
of men. I realize full well that time 
may sometimes add gloss to and some- 
times gloss over the past. I decided, 
after much reading and many discus- 
sions with friends, to discuss Erasmus 
Wilson, Henry Radcliffe Crocker, and 
Arthur Whitfield. This is inevitably 
very much a decision of my own, and I 
am very aware that others might well 
have chosen differently. 

I would first like to diseuss Arthur 
Whitfield (Fig 1) I do this with 
whole-hearted bias, 
sinee he was not only a product of 
King's College Hospital, my own 
hospital, but I was in a way his last 
house physician. This is a slight over- 
statement, but it is true that in 1937, 
when I was an intern studying under 
Kinnier Wilson, of Wilson disease 
fame, Wilfrid Sheldon, later to be- 
come the royal pediatrician, and 
Sidney Thomson of the Rothmund- 
Thomson syndrome in the Skin De- 
partment, Arthur Whitfield, who had 
retired ten years previously, had a few 
private patients in the hospital; and 
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= Arthur Whitfield, Erasmus Wilson, and Henry Radcliffe Crocker 


these I looked after, You could almost 
consider me the missing link, derma- 
tological not anthropological. 

Whitfield was born in Wimbledon, 
famous for Wombles and tennis, on 
Oct 13, 1868. He attended King’s 
College School and began study of 
medicine at King’s College in the 
Strand. Perhaps I should explain that 
in the 1830s, King’s Colege had 
medical students but no hospital in 
which they could walk the wards. So it 
came about that the college had to 
found a hospital in Lincoln’s Inn 
Fields to accomodate the students. 
The new hospital, situated alongside 
the graveyard of St Clement Danes 
Church and adjacent to the slaughter- 
houses of Butcher’s Row, had a mixed 
reception. The Medical Times of the 
day remarked: “Its locality is fine— 
shambles on one side and a churchyard 
on the other—butchers within and 
without—prayers for the living and 
the dead." 

The second hospital was built in 
1861, and it was to this hospital that 
Whitfield won a Junior Scholarship in 
1887. Five years later, he received his 
degree, and after house jobs in medi- 
cine and surgery and a period as a 
demonstrator in anatomy and physiol- 
ogy, he became a medical registrar, 
an MD, and a member of the College 
of Physicians, all in 1898, which was 
pretty good going by any standards. 
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Fig 1.—Arthur Whitfield. 


It was at about this time that he 
began to take an interest in dermatol- 
ogy, still very much a subject for 
general physicians, and very much 
better studied on the European conti- 
nent than in England. So in 1894 he 
went to study, first in Germany and 
later in Vienna, still believing as he 
always did that the training of a 
dermatologist must be founded on a 
solid basis of general medicine. 

Here let me relate a story appro- 
priate to this occasion. Whitfield and a 
physician friend stayed in a small 
pension in Berlin. To enable these two 
young men to have a sitting room, a 
young lady was moved out of her 
bedroom and asked to share with 
another lady. Initial unfriendliness 
turned to thoughts of love, and six 
weeks later Whitfield was engaged. 
His fiancee, Margaret Tuttle, was in 
Berlin to learn German with an intent 
to teach. She came from Rochester, 
NY. They were married in 1896, and 
Whitfield brought his American wife 
back to London. 

Whitfield learned much from Henry 
Radcliffe Crocker and Colcott Fox, 
under whom he worked for a time, 
and, inspired by their examples, he 
was always ready to pay tribute to 
both of these famous men. 

In 1899, he came back to King’s 
College Hospital as an assistant physi- 
cian, not as a dermatologist. Skin 
cases were being seen by a surgeon. 
However, Whitfield was given a 
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department of his own in which he 
could work on dermatology. In 1904, 
he was made dean of the medical 
school, and, two years later, a full 
physician at the hospital. In this same 
year, he was appointed professor of 
dermatology at King’s College, one of 
the first professors of dermatology in 
the country. 

Whitfield was now a member of the 
very exclusive Dermatological Society 
of London, exclusive because, like 
some other associations, the numbers 
were restricted to allow intimate 
discussions and time and space to 
examine the cases presented. It is true 
that medical societies can become too 
big. So big, in fact, that intelligent, 
vital discussion gives way to all the 
pomposity and hurried garrulity of 
any vast meeting. Bigger is not 
always best. So it was that Whitfield 
rubbed shoulders with the great men, 
Jonathan Hutchinson, Radcliffe 
Crocker, Coleott Fox, Malcolm Morris, 
Adamson, Pringle, and Brook. In 1907, 
the Dermatological Society of London 
and the Dermatological Society of 
Great Britain and Ireland united to 
become the Dermatological Section of 
the Royal Society of Medicine. Whit- 
field much regretted this step, al- 
though he became its president in 
1920. 

What are the reasons for choosing 
Arthur Whitfield? Primarily I think 
he was chosen because of his work on 
the part played by ringworm fungi in 
tinea pedis. In the Annales of 1892, 
Djellaludin Mouktar, working in Four- 
nier's clinie, told of his findings of a 
fungus in an “eczema” of the soles of 
the feet; however, he considered the 
fungus to be a secondary invader. In 
1908, Whitfield in The Lancet describ- 
ed not only the presence of fungi in 
“eezematoid” eruptions on the hands 
and feet, but also ascribed the condi- 
tion to their presence. At that time, 
the brief note by Mouktar in the 
Transactions of the Paris Dermatolog- 
ical Society were unknown to Whit- 
field, but in his first Lumleian Lecture 
in 1921 he paid due attention to the 
earlier finding. In 1910, Sabouraud 
reported similar findings and opin- 
ions; in addition, he had cultivated the 
fungus, which Whitfield had not been 
able to do. 
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To most people, of course, the name 
Whitfield is synonymous with his 
famous ointment for treating ath- 
lete's foot. It contains: 


Benzoic acid 5% 
Salicylic acid 3% 
Soft paraffin 25% 
Coconut oil 67% 


I think this is as good a preparation 
as any for struggling with ringworm 
between the fourth and fifth toes, a 
site where oral griseofulvin is re- 
markably useless, although it gets 
there in considerable amounts. 

In 1909, being convinced that Bazin 
erythema induratum scrofulosorum 
was an entity, he separated off those 
bumps in the legs occurring in older 
women and for which there was no 
evidence of tuberculosis. He did not 
recognize the importance of the vascu- 
litic component of the nodules, and it 
was much later that he related them to 
that obsession of 50 years ago, focal 
sepsis. This was, of course, certainly 
partly true. 

Perhaps his most interesting series 
of observations led him to postulate 
what he called “autosensitization” as 
the explanation of the generalized 
eruptions, sometimes erythematous, 
sometimes eczematous, and some- 
times purpuric, which followed trau- 
matic damage to tissues or perhaps 
chemical burns when operation sites 
had been prepared against infection 
by the curious amalgam of liquids so 
dearly but capriciously beloved of 
surgeons. His ideas on autosensitiza- 
tion were further reinforced by ob- 
serving, as many must since have 
done, the fluid from a broken eczema- 
tous bulla running down the leg and 
producing a streak of secondary 
lesions. The fluid from this patient 
produced no vesicles on Whitfield's 
own skin. So Whitfield was an advo- 
cate of autoimmunity more than 50 
years ago. We recognized this entity 
in our department for many years, 
until the immunologists made things a 
little clearer, as autophytic eczema. 

At one time Whitfield was secre- 
tary of the British Association of 
Dermatology, and, in 1927, the year of 
his retirement from King’s College 
Hospital the president. In 1946, he was 
made an honorary member of the 


1655 


c 


Dermatological Section of the Royal 
Society of Medicine. He was honored 
by a number of overseas societies, and 
is a past international honorary mem- 
ber of the ADA. | 

‘He was a tennis player, but gave up 
that game for golf because of spondy- 
litis in the neck. Since he had little 
mobility in the neck, this might have 
given him the advantage of automati- 
cally having to keep his head down 
and stil. But once the club head 
reached the ball, he had, to pivot body 
and head together or fall over. He had 
a very short swing. Pain in the neck 
may have been responsible for his 
occasional irrascibility and intoler- 
ance of those less quick-thinking than 
himself. He had a lively wit, was 
knowledgeable of many things, from 
breakfast rolls to razor blades, and 
retained his zest for life and insatiable 
curiosity until the end of his life. He 
died of a coronary thrombosis on Jan 
31, 1947. 

As E. H. Molesworth of Sydney 
wrote, "besides his pre-eminence in 
his speciality, he was the best example 
of an English gentleman whom I have 
ever met." 

His granddaughter, Dr Ann Whit- 
field, at one time a student at King's 
College, has helped me greatly in this 
account. Perhaps you will agree that 
he has not been as well recognized as 
he deserves. 

So now we turn to that quite 
remarkable man, Erasmus Wilson 
(Fig 2), who only just creeps into my 
allotted span. He lived from 1809 to 
1884. He was born in London of a 
father from Aberdeen, a surgeon in 
the Royal Navy, and a mother with a 
partly Norwegian background. After 
the French war, his father left 
Admiral Nelson's fleet and set up in 
practice in Greenhithe, down the 
Thames. Even before Erasmus began 
to study medicine at the Cripplegate 
Dispensary at the age of 16, he had 
helped his father at the Workhouse 
Infirmary in Dartford. There were 
only three proper hospital medical 
schools in London at this time but 
many small schools. Medical students 
were a scruffy, callous, foul-mouthed 
lot. I suspect that then as now, a 
sudden change took place in most of 
them at the time of qualification. 
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Fig 2.—Erasmus Wilson. 


Rather euriously, Wilson attended 
lectures in Paris in 1828 and 1830. The 
French were the world leaders in 
medicine at that time: and Paris 
remains a very attractive city. It 
provided plenty of cadavers, as well as 
other things more usually associated 
with Paris. At this time, he was 
influenced by John Abernethy, who 
lectured in a vast new lecture theatre, 
with an audience of over 400. He won 
prizes in surgery and midwifery at the 
Aldersgate School of Medicine. One 
day before his 21st birthday, he 
passed the Licentiate Examination of 
the Society of Apothecaries—a qualifi- 
cation that still exists, although it is 
sometimes regarded as the last refuge 
of the scoundrel who has done no 
work. In 1831, one year later, he 
became a member of the Royal 
College of Surgeons of England. 

He soon was appointed by the great 
anatomist Jones Quain, the professor, 
as assistant to his brother, Richard 
Quain, demonstrator in anatomy at 
University College, the "godless col- 
lege." Incidentally, King's College 
was founded as a rival with a very 
considerable, theological bias, which 
explains why I have a theological qual- 
ification. But that is another story. 
Anyway, Erasmus stayed at Univer- 
sity College until 1836. I venture to 
suggest that few dermatologists have 
based their dermatology practice on 
five years of teaching anatomy. Eras- 
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mus then founded his own school of 
anatomy, which he named the Syden- 
ham College, after Thomas Syden- 
ham, the well-known physician. For 
some reason or other, this venture was 
short-lived, and it seems that for three 
years following 1837 he did general 
practice. During this time, his atten- 
tion turned to skin diseases, and 
papers he wrote at this time were the 
starting point for his Diseases of the 
Skin—A Practical and Theoretical 
Treatise, perhaps his best-known 
work. In 1840, he was appointed 
lecturer in anatomy and physiology at 
the Middlesex Hospital. 

Wilson had in the meantime come to 
know Thomas Wakley, who was 
founder and editor of The Lancet, and 
he urged Wilson to learn all about skin 
diseases so that “when you enter a 
room the company would begin to 
scratch themselves” (early recognition 
of the relationship between the mind 
and the skin). He became at this time 
subeditor of The Lancet. He was also 
the busy consultant surgeon at the 
Marylebone Infirmary with its. 350 
beds. He had a very good reputation 
as a surgeon and had a very good 
practice. 

In 1843 he was elected a fellow of 
the Royal College of Surgeons, really 
because of his contributions to derma- 
tology: And, in 1845 he was elected a 
fellow of the Royal Society. He 
continued his hectoring, selfish, and 
not very critical voluminous writings, 
with his name on every bottle of a 
popular proprietary hair tonic and the 
name of his popular book on dermatol- 
ogy for laymen included in his ad- 
dress. Yet, he was the great dermato- 
logical authority. He accrued a for- 
tune, much of which he gave to the 
poor. 

He began his Portraits of the Skin 
in 1847, and illustrated the folio with 
his own drawings. In this year, he 
published On Ringworm, and took the 
view that the condition was not 
contagious but due to deranged nutri- 
tion. “I am convinced" he wrote, "that 
a milk diet continued for a long time 
without change will give rise to the 
disease." Tilbury Fox and Bazin were, 
of course, among those who believed 
otherwise. 

In 1852 came his book on cutaneous 


Three British Dermatologists—Williams 








* 6 


of eight years work, at last saw the | 
3 of | 


light of day, and in. 1856 à seri 
articles in The Lancet 
.In that year he was award 






Silver Medal of the. Roy: : Humane 


Society for rescuing a young lady 
from drowning in the Regent's Park 


 Canal-a unique award for a skin 


doctor. 

— His reputation as a dermatologist 
was now growing. As his obituary in 
The Lancet said: "He knew more 
about skin diseases than any man of 
his time. He eured when others had 
failed to cure." He was now becoming 
a very wealthy man, with his consid- 
erable practice, and shares in railways 
and gas companies becoming very 
profitable. About this time, medical 
journals began to proliferate, often as 
a means to fame and fortune for the 
editors. Many flourished only for a 
summer or two only to wither 
completely in the winter of the 
readers’ discontent. In 1867, Wilson 
got on the band wagon—he was a 
great getter-on of band wagons and 
he founded the Journal of Cutaneous 
Medicine and it was therein, two 
years later, that he published “On 
leichen planus.” This seems to be the 
first description of that well-charac- 
terized affection, although somewhat 
curiously, Wilson was inclined to the 
belief that it was to this eruption that 
Hebra had given the name, leichen 
ruber—whieh later appeared to have 
been pityriasis rubra pilaris of Dever- 
gie and, the lichen ruber acuminatus 
of Kaposi. Hebra was probably in a bit 
of a muddle and mixed leichen planus 
and pityriasis rubra pilaris. Wilson 
noted two principal forms of manifes- 
tation, discrete and aggregate. He 
spotted lesions in the mouth, annular 
lichen planus, and was much struck by 
the melasmic discoloration left behind 
where the eruption had existed. He 
deseribes, in fair detail, 50 cases, one 
of which was, from want of knowledge 
on the part of the surgeon, treated as 
dermatosyphilis, and the patient was 
subjected for a considerable period to 
mercury fumigation. Today we are 
more likely to miss syphilis and call it 
lichen planus. 

In the treatment, 
our first object should be to regulate the 
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and chalybeates: and these. ol 
effected, we may finally have Teco 
the tonic-nutrition operation of ar 


Locally, he recommended a elution of 
the perchloride of mercury in emul- 
sion of bitter almonds. 


By 1869, Wilson was 60 years old, ] 


very wealthy, and longing for a seat 
on the council of the Royal College of 
Surgeons. He made a decision, which 
would seem treacherous to dermatol- 
ogists nowadays, to endow a chair of 
dermatology at the college to which he 
gave £5,000 in “new, three per cent 
consols.” Indeed, the whole thing was 
somewhat curious in that by the next 
year Erasmus Wilson was appointed 
the professor and put on the council. 
He gave six lectures a year with 
drawings, casts, and wax models all 
prepared by himself. In 1878, he gave 
four lectures on “leprosy” and in- 
cluded a classic description of neurotic 
excoriations, a foundation stone for 
psychosomatic skin diseases. He also 
published a splendid account of der- 
matitis exfoliativa, known to some as 
Wilson disease. 

His endowments were not confined 
to his own chair. He gave money to 
Epsom College for various purposes, 
to restore the tenth century church of 
his youth at Swanscombe, to build a 
wing at Margate Infirmary for wards, 
a tepid sea water swimming bath, and 
a chapel. 

Next came the remarkable episode 
of Cleopatra’s Needle. Wilson had 
developed an interest in archeology 
and used to lecture on ancient Egypt. 
The needle had stood in front of the 
temple of Neptune at Heliopolis from 
about 1500 Bc. Twice it had been 
offered to the British government, 
but transport of this vast single block 
of red granite was too expensive. In 
1876, Wilson became involved and 
agreed to pay for the difficult under- 
taking of getting the obelisk to 
England. So it was wrapped up in a 
metal case, with two sails, a rudder, 
and a superstructure for a crew of 
three and set off in September 1877, 
towed by the tug Olga. The tow line 
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London: ‘copies of Engl S 
pers; 12 photographs of prett 
girls; the Times; and, finally, a 
foot rule, But nothing dermatolog 
cal! Me 


In 1878, he. gave up his chair, and. Ux 


the endowment money was switched | 5 
to encompass pathology; and in 1881, s 
the money was used in part to pay the = 


curator of his pathology museum and . 
in part to pay lecturers. Erasmus 
Wilson leetures are still given at the 
College of Surgeons. e 

In 1880, he became president of the 


College of Surgeons. One year later, .. 


Her Majesty was graciously pleased to. 
confer the honor of a knighthood on . 
Erasmus Wilson, something that he 


had declined only 12 months previous- -< 


ly. His health began to fail, with bulle- 


tins from time to time in The Lancet. | | ! 
In 1883, he endowed a chair of patho- 


logical anatomy at Aberdeen at a cost 
of £10,000: this was done in memory of 


his father. Sadly, Wilson became blind E 


in the summer of that year and 


resigned from the council of the uS 
college to live quietly in Westgate. In... 
the last year of his life, 1884, he was  . 


awarded the Honorary Gold Medal of 
the college. He died a month later and 
was buried at Swanscombe, in the 
church he helped to restore. DERE 
He left over £200,000 to the College 
of Surgeons when the pound sterling 
was worth much more than it is now. 
I have only been able to touch 
lightly on this flathboyant extrovert, 
sometimes unethical, philanthropic, 
blustering, self-seeking, buccaneering 
dermatologist and his versatile career. 
For those who would pursue his life 
further, I would warmly recommend 
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Fig 3.—Henry Radcliffe Crocker. 


reading all about it in the article by 
R. M. Hadley, from which I have 
largely drawn. For all his faults, 
Wilson must be accounted among the 
great and, as Besnier wrote: "above all 
he had that rare merit, even rarer at 
the present time, of being a doctor 
and a dermatologist"—a typical honor- 
ary member of the ADA. 

Finally, about Henry Radcliffe 
Crocker (Fig 3) and why have I chosen 
him. I suppose I chose him really 
because of his textbook first published 
in 1888, Diseases of the Skin, which I 
have long regarded as the Old Testa- 
ment of our discipline. It is written so 
beautifully, in such lucid, classical 
English, that I would recommend that 
anyone about to write a paper first to 
read what comfortable words he has 
written. Thirteen hundred pages are a 
lot for one man to write. 

Radcliffe Crocker’s main work was 
done at University College Hospital, 
the first London teaching hospital to 
institute a special dermatological de- 
partment in 1859, although teaching 
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of the subject began in 1828 with the 
founding of University College. He 
was born in Brighton on March 6, 
1845. He attended a private school but, 
when he was 16 years old, he began 
living by his own resources. He 
became an apprentice to a doctor in 
Silverdale in Staffordshire: at the 
same time he matriculated and passed 
the preliminary scientific examina- 
tion. He entered University College in 
1870, and to eke out his meager money 
he acted as a dispenser to a doctor on 
Sloane St. His career as a medical 
student was distinguished and re- 
warded by a gold medal in materia 
medica, the Fellowes Gold Medal in 
clinical medicine and, in the final 
examination in 1874, a university 
scholarship and yet another gold 
medal, this time in forensie medicine. 
He received honors in medicine and 
obstetrics. So, he was a bright young 
man and, like Whitfield and Wilson, 
well-grounded in general medicine. 
He became an MD one year later. 

After various jobs in his own hospi- 
tal, at the Brompton and Charing 
Cross Hospitals, he became assistant 
medical officer to the Skin Depart- 
ment at University College Hospital 
in 1876. Two years later, he was an 
assistant physician and pathologist at 
the East London Hospital for Chil- 
dren. He became first a Member and 
then a Fellow of the Royal College of 
Physicians in 1877. Meanwhile, he was 
studying dermatology under the guid- 
ance of the other great man, William 
Tilbury Fox, whom he succeeded in 
1879 as physician and dermatologist to 
University College Hospital. 

He was an original member of the 
Dermatological Society of London in 
1882. He was the first president in 
1907 of the Dermatological Section of 
the Royal Society of Medicine. He was 
a member of a number of foreign 
societies, including, of course, the 
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ADA, of which he was an honorary 
member. 

He built up an extensive library of 
dermatological books in English, 
French, German, and Italian, later 
given by his wife to University 
College. 

He was a man of immense energy 
who became the doyen of British 
dermatology largely because of his 
skill as both general physician and 
dermatologist. He was emphatic on 
the need for treating the whole 
patient and any condition that might 
predispose to a skin affection as well 
as the immediate problem. It was said 
of him that 


he was one of those teachers who seemed 
destined to exert an influence over the 
medical education of his country far 
outside the walls of his own hospital, for he 
possessed an abundant literary energy, a 
clear method of exposition and a profound 
zeal for the science which he spent his life 
in advancing. 


According to Sir Archibald Gray, he 
described a number of dermatological 
conditions including erythema eleva- 
tum diutinum, acne agminata, recur- 
rent winter and summer eruptions, 
granuloma annulare and dermatitis 
repens. He had some skill with water 
colors and commonly painted his 
patients—or at least their diseases— 
and these were reproduced in his 
Atlas of Diseases of the Skin in 
monthly parts, 1893 to 1896. 

But for me, his big textbook 
remains his monument. I would echo 
Whitfield, who wrote "his great 
volume on skin diseases remains the 
last word on dermatology that has 
been produced in any language.” 

As Ralph Waldo Emerson wrote, 
“there is properly no history, only 
biography.” I hope you have shared a 
little of the fun I have had learning a 
little history from the lives of these 
great men. 


Three British Dermatologists—Williams 
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i. century, the epicenter of dermatol- 
ogy was located in Germany, Austria- 
Hungary, and France, even though a 
century earlier Robert Willan had 


brought order to the subject for the 
. first time. This was probably attribut- 
_ able to the important status given to 


professors of dermatology there as a 
consequence of their responsibility for 


^ the treatment of syphilis, as well as to 


the preeminent position of their med- 
ical sehools. Britain was an off-shore 
island both geographieally and der- 
matologically, and had never been 
eager to accept continental European 
eustoms before very careful scrutiny 
(no one can be surprised that it has 
taken Britain more than 20 years to 
become a member of the European 


- Economie Community). No similar 


position of authority from their 
knowledge of syphilis was given to 
British dermatologists. 

Although a number of physicians 
had confined their practice to skin 
disease for many years, the London 
Dermatological Society was not 
formed until 1882. The British Jour- 
nal ef Dermatology was founded in 
1888 (its first number appeared in 
November) by Malcolm Morris and 
W. G. Brooke. J. J. Pringle was editor. 
The early numbers are interesting: 


_ Pringle described his five cases of 
. adenoma  sebaceum, 


commendably 


e — giving credit to Balzer in Paris and 
. "mentioning that he had been told 


-about this by Dr Noyes of Melbourne 


and Dr Fiebes of Aix la Chapelle. 


Brooke described epithelioma ade- 


noides cysticum in volume 4 of 1892. 

Radcliffe Crocker was then a domi- 
nant figure in London dermatology. 
The three editions of his book are 
great achievements. Each one was 


From St John's Hospital for Diseases of the 


M 5 : : Skin, London. 
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tions 


based on his own personally examined 
patients; for example, his second 
edition (1893) was subtitled "An anal- 
ysis of twelve thousand cases of skin 
disease.” It was this second edition 
that received a five-page review in the 
British Journal of Dermatology—firm 
evidence of the high regard in which it 
was held. 

In the early days of the British 


Journal of Dermatology, it is notice- 


able that a large proportion of its 
content was devoted to “Letters from 
Paris, Vienna, and Hamburg,” which 
were the leading dermatological cen- 
ters at the time. This capacity to 
observe and note what was happening 
elsewhere has a more recent parallel 
in the post-1945 period. 

Perhaps the most remarkable Brit- 
ish contributions to dermatology from 
1875 to 1900 came from Sir Jonathan 
Hutchinson—a medical giant of his 
time. He was a surgeon, yet a most 
perceptive observer of the skin who 
described such precise dermatological 
conditions as angioma serpiginosum 
and actinic (summer) prurigo, as well 
as erythema elevatum diutinum and 
arsenical keratoses. Of his published 
series of Lectures in Clinical Sur- 
gery, the whole of the 20 lectures in 
volume 4 is devoted to diseases of the 
skin. The qualities required to de- 
scribe in detail the morphologic 
appearances of such a varied group of 
dermatoses can rarely have been 
coupled with the manipulative skin 
required of an outstanding surgeon. 
Polymorphic light eruption was not 
defined until later, and yet Hutchin- 
son was able to identify summer 
prurigo as a separate entity in 1890. It 
was probably one of the least common 
of all diseases described in his 
lectures, and it is no more frequently 
seen in Britain today, yet a high 
proportion of dermatologists may still 
fail to recognize it. In recent years, 


this disease has been accepted as iden- - 
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tieal with the photosensitivity. een. in Los 
the New World, from northern Can- . 
ada right down to 
common disease in cert 
in Mexico, Central A 1e] 
Andes areas of South A i € 
tries. a 
The first few decades of the 
century were a relatively b 
period for British dermatology, : 
needed the post-World War H scie: 
tifie revolution for the dermatological en 
community to realize the current. state "m 
of affairs. Tt 
Perhaps I should mention, Te er) 
a few items that indicate that some. 
active thought was current. The 
British Association of Dermatology ^. 
was founded in 1920, mainly at the 
instigation of the late Sir Archibald 
Gray. His motivation was a wish to 
involve provincial dermatologists in a 
national society and prevent their 
isolation from London. Meetings were 
held in alternate years in London and 
in a provincial center. At the fourth. 
meeting in Edinburgh in 1924, a re- 
markable paper on allergy was read. 
by Robert Cranston Low. At the time, 
von Pirquet's allergy was a relatively 
new concept, being used to explain 
many diseases. Prausnitz and Kustner |. 
in Berlin had proved the allergie basis > 
of urticaria by their passive transfer . - 
test. Low sensitized himself and his. . 
brother to primula by simple rubbing |^. 
of the leaves on the skin (indepen- -. . 
dently of Bruno Bloch) He showed  - 
that the passive transfer test was  . 
negative and postulated that the -> 
mechanism was vested in cells and not 
in serum. Contact dermatitis was 
basically different from urticaria and 
anaphylaxis; this different mecha- 
nism operated not only for plants but 
also for drugs and other chemical 
substances such as atropine, mor- 
phine, and trinitrotoluene, producing . 
dermatitis on contact. In addition, he . 
stated that many cases of eezema 
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were not-allergic at all. Similarly, he 
“Showed that urticaria from nettle 
© stings was not allergic, since newborn 


babies teacted to them, but that urti- 
caria from cat, dog, human, and rat 


flea bites in infants and adults did 


— . have an allergie basis. As Dowling has 
as ‘said, Low was well ahead of his 
^* time, | 


Some mention should be made of 
Robert Prosser White, a remarkable 


. family doctor dermatologist in Wigan. 


He was so interested in the possible 
relationship between his patients' 
skin trouble and their jobs that he 
personally visited the factories where 
they worked. He wrote a remarkable 
book on the subject, which was first 
published in 1915 and ran to four 
editions, with impressions in America 
and a translation into Russian. He 
was an erudite, educated man, and 
coined a new word, derived from the 
Greek, for his book: The Dermater- 
goses—Skin Diseases Due to Work. 
This man later became president of 
the St John's Hospital Dermatological 
society (then the London Dermatolog- 
ical Society); he founded and endowed 
its annual oration. One wonders if it 
was his book that stimulated interest 
in the United States Publie Health 
service in 1928 to establish the Office 
of Dermatoses Investigation, which 
resulted in the publication of Sch- 
wartz, Tulipan, and Peck's Industrial 
Skin Diseases in 1939. 

For many years, the Dermatological 
section of the Royal Society of Medi- 
cine in London has been an important 
venue for the presentation of new 
observations. It was in 1936 that Dr 
MacCormac described three patients 
with a condition he ealled “molluscum 
sebaceum,” which looked like an 
epithelioma but resolved spontaneous- 
ly. Most of the audience did not 
believe him and said the lesions were 
typical of the button type of squamous 
cell epithelioma; they felt supported 
by MacCormac’s follow-up report, 
which indicated that one of the lesions 
had metastasized. But one man knew 
MacCormac was right; Geoffrey Dow- 
ling, however, had to wait until after 
World War II before he could guide 
Arthur Rook, Ian Whimster, and 
Martin Beare to write their papers on 
keratoacanthoma. It was at such 
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meetings that Dr Dowling first dem- 
onstrated the treatment of lupus 
vulgaris with calciferol in 1945; and 
David Williams showed Trichophyton 
rubrum infections treated with gri- 
seofulvin. 

The Royal Society of Medicine also 
provided a forum for a most remark- 
able contributor. Frederick Parkes 
Weber not only attended but partic- 
ipated at every meeting of every 
section of the society for decades. He 
knew as much dermatology as anyone, 
although he never claimed to be other 
than a general physician. His books on 
rare diseases are scant memorials to 
this fantastic man, who ceased going 
to the Royal Society of Medicine only 
a year or two before he died at the age 
of 97. 

After 1945, an exhausted Britain 
implemented its much debated Na- 
tional Health Service. This was to be 
an enormous impetus for dermatol- 
ogy, because it provided “adequate” 
salaries for dermatologists in train- 
ing, and permanent, established, paid 
hospital appointments subsequently. 
Fortunately, the dermatological 
leaders at the time insisted on 
adequate standards, primarily the 
acquisition of membership in the 
Royal College of Physicians (equiva- 
lent to the American board examina- 
tion in internal medicine) and four or 
five years of experience in dermatol- 
ogy. 

In consequence, during the past few 
decades there have been some signs of 
renaissance in British dermatology. 
Credit for this is due to three or four 
outstanding leaders, but particularly 
to Dowling at St Thomas Hospital, the 
first director of the Institute of 
Dermatology. Through his exceptional 
qualities and personality, he raised 
the standards of performance and laid 
the foundations for later established 
scientific departments; he founded a 
small dermatological club, which grad- 
ually expanded to encompass the 
majority of younger dermatologists in 
the country and moulded them into 
one community. By regular provincial 
meetings, isolation was avoided; by 
annual visits to various countries in 
Europe and beyond, British dermato- 
logists learned from the rest of the 
world and gained recognition for 


themselves. Travel and study abroad 
was encouraged, especially to the 
United States, to whose dermatolo- 
gists an enormous debt of gratitude is 
owed for an irredeemable fund of 
assistance comparable to Roosevelt’s 
Lend Lease and Marshalls Aid Pro- 
gram. 

For these reasons, in the post-war 
years, any British contributions to 
scientific dermatology came from 
nondermatologists. Examples are the 
studies of Ainsworth and Tregear on 
percutaneous absorption and physical 
functions of the skin, and several 
studies that emanated from the inde- 
pendent Medical Research Council 
Unit for Experimental Pathology of 
the Skin in Birmingham, which was 
established by John Squire and Nigel 
Cruickshank. 

In the field of therapeutics, major 
contributions were the use of calcife- 
rol, penicillin, griseofulvin, and anti- 
malarial drugs for lupus erythema- 
tosus and photodermatoses, although 
the role of such drugs is dwarfed by 
the achievements of American work 
with other antibioties, corticosteroids, 
and antimetabolites. Perhaps British 
dermatologists are more aware of the 
side effects of drugs, helped by a 
national committee for their record- 
ing; and they described the ocular 
effects of chloroquine, the steroid 
facial dermatosis, and the cutaneous 
and ocular effects of practolol. 

Few new diseases are really new, 
but appreciation of their importance 
may rightly be credited to particular 
individuals. For example, although 
Dupont in Belgium had earlier de- 
scribed keratoacanthoma as atypical 
sebaceous cyst in 1930, MacCormac 
and Scarff brought it to prominence 
and Ferguson Smith helped to foeus 
attention on self-healing or pseudo- 
squamous cell epithelioma. 

Some of the other conditions that 
gained prominence initially in Britain 
as a result of the work of its dermatol- 
ogists are erythropoietic protoporphy- 
ria, toxic epidermal necrolysis, actinic 
reticuloid, pyogenic granuloma with 
satellites, and the so-called pseudo- 
pyogenic granuloma. But their de- 
scription is probably too recent to be 
confident that they will be noted by 
dermatologists 100 years from now. 
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Cutaneous Immunology- Then and 


As one reflects and reviews in 
LÁ X. perspective the developments in 
cutaneous immunology, it is necessary 
to do so from a rather subjective view- 
point. Therefore, I will focus my 
discussion on a comparison of cuta- 
neous immunology in the mid-1930s 
with its present day status. It was at 
that particular time that I had some 
conversations with Marion Sulzberger 
about cutaneous immunology. That 
experience proved to be so stimulating 
that it motivated me to select the field 
of dermatology for my life’s work. 
The first remarkable concept with 
which I was impressed at that time 
was von Pirquet’s definition of “aller- 
gv." According to this definition, 
exposure to one and the same allergen 
eould bring about changes that could 
lead either to increased or decreased 
skin sensitivity or to both simulta- 
neously.' Previous observations by 
Jenner in 1798 had shown that 
patients who had received a cowpox 
vaecination developed increased skin 
sensitivity to the vaccine; but at the 
same time there was a loss of suscep- 
tibility to the disease-producing ef- 
fects of cowpox and smallpox. Thus, 






their exposure to cowpox vaccine 


made them both hypersensitive and 
immune. 


From the Department of Dermatology, New 


z York University School of Medicine, New York. 
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The effect of inoculation with BCG 
vaecine was another example support- 
ing von Pirquet's brilliant concept. 
The individual who had no previous 
eneounter with the tubercle bacillus, 
and therefore did not react to skin 
tests with tuberculin, gave a positive 
skin test reaction to tuberculin after 
vaecination with BCG. This positive 
cutaneous reaction was associated 
with increased resistance to the 
disease-producing effects of the tu- 
bercle bacillus.’ 

In contact allergy, a series of funda- 
mental observations had been made in 
the 1890s.** The patch test had been 
developed as a clinical diagnostic tool 
to detect contact sensitivities. Pre- 
viously, subcutaneous tests to detect 
sensitivity to tuberculin had been 
introduced by Robert Koch in the 
1880s, and immediate urticarial skin 
reactions to inhalant allergens had 
been demonstrated by Blackley in the 
1860s. 

The phenomena of an incubation 
period of sensitization and of a reac- 
tion time after reexposure of the 
sensitized individual had been clearly 
demonstrated in allergic sensitiza- 
tions to simple chemical compounds." 

In 1912, dermatitis due to 2,4-dini- 
tro-1-ehlorobenzene (DNCB) had first 
been reported in industrial workers, 
and in 1928 this had been confirmed in 
a larger group of exposed factory 
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workers, a high percentage of whom PS 


had become contact-allergic to it^ ^. 
It had been reported that simple 
chemical compounds of themselves 
were incapable of inducing allergic —.- 
contact sensitization.” Such "partial 


antigens” or "haptens" had first to 
bind firmly to larger molecules in the - 
skin, presumably to proteins. .. | 

It was then also that I was made 
aware of the literature, which con- 


tained experimental evidence that  . 


animals could be made allergie. to 
various autologous tissues such. as 
lens, brain, and kidney. This opened 
up the possibility that some human 
beings might become allergic to their 
own tissues, including their skin or its 
constituents." 


In 1911, von Pirquet had proposed = 
the possibility that the cause in serum v 
sickness might be antibodies against — . 
foreign serum, which had combined > 


with the foreign serum antigen to 
form a "toxic" compound." 
In 1921, Prausnitz and Kustner had 


reported a fascinating experiment": ^ 
who was ` 


the serum of Kustner, 
subject to urticaria due to fish, was 
injected into the skin of Prausnitz, 
who was not sensitive to fish. As a 
result, Prausnitz's skin had become 
"passively" sensitized to fish so that 


scratch tests with fish extract elicited 
an urticarial reaction at the site where == 


the serum had been injected. 
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- It had become obvious. soon there- 


dfter that such passive transfer anti- 


bodies were found with great frequen- 
cy in the serum of patients with atopic 
diseases," even though most of them 


had never suffered from urtiearia. 


Such atopic individuals also tended 
more to have severe, sometimes fatal, 
anaphylactic reactions to common pro- 
tein allergens and drugs than patients 
suffering from other diseases. 

It had also been reported that intra- 
venous injections of an organic arsen- 
ical antisyphilitic drug, given a short 
interval before attempts to induce 
skin sensitization by intracutaneous 
injections of the same drug, appeared 
to interfere with the development of 
skin sensitization. These observations 
had been made both with neoarsphen- 
amine in patients" and with arsphen- 
amine in guinea pigs." 

During those early conversations, I 
became aware of other interesting 
facets of eutaneous allergy, but the 
examples I have just cited appeared to 
me to be the most significant. After 
this look into the past from the 
vantage point of the mid-1930s, I 
would like to sketch out some of the 
discoveries in cutaneous immunology 
that represent continuing devel- 
opments of these particular examples 
during the past 40 years. 

In the mid-1930s, it was shown that 
one could relate the chemieal structure 
of various analogues of DNCB to their 
allergenic sensitizing capacity,'*'" and 
that there were differences in indi- 
vidual persons’ susceptibility to con- 
tact allergic sensitizations."* 

After many investigators had 
searched unsuccessfully in the serum 
and in skin for the elusive "anti- 


. bodies" for contact and tubereulin- 


type hypersensitivity, the 
through came when it was reported 
that both contact and tuberculin aller- 
gy could be passively transferred 
from sensitized donor guinea pigs to 
nonsensitive recipient guinea pigs. 
This was accomplished by injecting 
suspensions of peritoneal exudate 


~~ cells.**" At about the same time, para- 


biosis experiments had been carried 
out in which guinea pigs, sensitized to 
DNCB, were subjected to a parabiosis 
operation, abdominally uniting them 
to other guinea pigs that had never 
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been exposed to DNCB. The nonsensi- 


tized animals became sensitized to 
DNCB within a few days, suggesting 
that it was a factor in the circulating 
blood that passively transmitted con- 
tact allergy to the previously nonsen- 
sitive animals.” Subsequently, it was 
shown that it was the lymphocytes in 
these suspensions on which suceessful 
transfer depended. 

A few years later, in 1949, it was 
reported that tuberculin hypersensi- 
tivity could be passively transferred 
in man by means of blood lymphoeytes 
from sensitive donors”; and, in 1956 it 
was shown that the same result was 
achieved with extracts of such sensi- 
tive lymphocytes. These extracts 
contained a factor, now known to be a 
molecule smaller than 10,000 gm/ 
mole, which, when injected into non- 
sensitive individuals, often specifi- 
cally sensitized their skin not only for 
days or weeks, but for years. It should 
be emphasized that, although the 
fundamental mechanisms underlying 
contact allergy and tuberculin allergy 
appear to be the same, there are still 
unresolved differences between them. 
An important one, for example, is 
that, in man, passive transfer of 
contact hypersensitivity cannot be 
reliably - achieved with sensitized 
cells. 

Sensitized lymphocytes, when ex- 
posed in vitro to homologous antigen, 
have been shown to release a whole 
series of substances, along with trans- 
fer faetor." It is these lymphokines 
that in cell-mediated skin reactions 
set in motion a chain of events, even- 
tualy bringing about what we per- 
ceive to be clinieal changes. 

With all these developments has 
come the realization, entirely in 
consonance with von Pirquet's orig- 
inal concepts, that lymphocytes are 
not only mediators of delayed hyper- 
sensitivity, but that they also play a 
crucial role in man's defenses against 
a variety of foreign agents, including 
infectious microorganisms, simple 
chemicals, and foreign cells and 
tissues. For example, in patients in 
whom the immunologic system is 
deliberately suppressed with chemo- 
therapeutic agents, antilymphocyte 
globulin, or glucocorticosteroids, a 
remarkably high incidence of cuta- 
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neous infections is noted. In patients 


with suppressed lymphocyte function, 
the incidence of warts is 4395; of 
herpes simplex, 35%; of tinea versicol- 
or, 18%; and of herpes zoster, 1395.2 
These figures are truly impressive. 
The deficiency in cell-mediated reac- 
tivity, whieh brings about such re- 
markable susceptibility to infections, 
can at times be partially or completely 
corrected by injecting suitable trans- 
fer factor. Partieularly encouraging 
results have been reported in control- 
ling systemie candidiasis* and in 
converting the lepromatous form of 
leprosy into the tuberculoid form." 

The incidence of malignant cuta- 
neous tumors also increases in pa- 
tients receiving immunosuppressive 
therapy,** and it is now an accepted 
faet that sensitized lymphocytes serve 
an important function in man’s 
defenses against the quasiforeign 
cells of malignant tumors, including 
especially malignant melanomas. 
When the body’s immunologie de- 
fenses against cutaneous malignant 
tumors are inadequate, particularly 
when the tumor’s antigens are weak 
and do not call forth a strong immuno- 
logic response, these defenses can be 
strengthened by bringing about, at 
the tumor sites, a strong cell-mediated 
reaction to immunologically unrelated 
antigens. This attracts millions of 
sensitized lymphocytes to such skin 
tumor sites, which release their lym- 
phokines and set off a strong allergic 
reaction. At times, this causes the 
disappearance not only of the treated 
lesions, but also of distant tumor 
lesions,” 

It is of great interest that DNCB, 
the industrial sensitizer of 1912, 
Jenner’s vaccinia virus of 1798, and 
the BCG vaccine of 1901 are presently 
being experimentally used to call 
forth a therapeutic cellular response 
not only against malignant tumors of 
the skin," but also against benign 
tumors such as warts.” Also, DNCB is 
now being widely used for deliberate 
induction of sensitization, to assay 
patients’ capacities to mount cell- 
mediated immunologic responses. 
There must also be some sort of lesson 
to be learned from the fact that in 
1971, ie, 59 years after the high-sensi- 
tizing potential of this substance was 
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described, allergie contaet demai 


due to DNCB, used as an algicide for 
air conditioners, occurred in several 
persons in California!” 

What about the early finding that 
intravenous injection of organic ar- 
senical compounds, preceding at- 
tempts to sensitize, interferes with 
the development of cutaneous allergie 
sensitization? These pioneer observa- 
tions opened up one of the most 
important areas of investigation in all 
of immunology. The phenomenon is 
now called “specific immunologic tol- 
erance," and has been shown to lead 
either to abolition or to substantial 
diminution of the capacity to undergo 
specific allergic sensitization." 

A natural outgrowth of this has 


- been the recognition that exposure to 


an immunologieally active substance 
may set in motion two competing 
developments; namely, allergic sensi- 
tization and specific immunological 
tolerance. The effects of exposure to 
immunologically active substances, 
therefore, are the product of both 
their allergenic and tolerogenic ac- 
tions. 

This bivalent activity has been 
studied most thoroughly with simple 
chemical substances, which, because 
of their roles in producing contact and 
drug allergies, are of particular inter- 
est to dermatologists. Unfortunately, 
deliberate attempts to apply the prin- 
ciple of specific immunologic toler- 
ance in man to prevent allergic sensi- 
tization to simple chemical compounds 
other than DNCB have thus far been 
almost uniformly unsuccessful. This is 
in extreme contrast to the relative 
ease with which such specific immuno- 
logie tolerance can be achieved in labo- 
ratory animals. Obviously, much work 
remains to be done in this field of 
investigation. 

What has become of Prausnitz and 
Kustner's 1921 discovery of passive 
transfer antibodies against fish, 
which had such fascination for me so 
many years ago? These antibodies 
have been identified as being largely 
(or according to some authors exelu- 
sively) a separate class of immuno- 
globulins.**^ Now called immunoglob- 
ulin E, they are present in normal 
human serum in exquisitely small 
amounts. These IgE antibodies exert 
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their reaetion-producing effects only 
after attaching to mast cells and baso- 
phils, both of which have special recep- 
tors for them. Following exposure to 
the appropriate antigen, the IgE 
molecules on the surface of mast cells 
and basophils initiate changes that 
result in release of mediator sub- 
stances such as histamine, slow-react- 
ing substance of anaphylaxis, eosino- 
philotactic factor of anaphylaxis, and 
others.” It is these IgE antibodies 
that mediate allergic urticarial reac- 
tions. In allergic urticaria associated 
with serum sickness, however, it may 
be complexes of antigen with IgG 
antibodies which, in the presence of 
complement, damage mast cells and 
basophils and cause them to discharge 
their mediator substances.” 

It has also been shown that atopic 
individuals have an inordinate capaci- 
ty to manufacture IgE." Further- 
more, we can now understand why 
atopic individuals, more than others, 
tend to have anaphylactic reactions: 
the same IgE antibodies that mediate 
urticarial skin reactions mediate ana- 
phylaetie reactions as well. There is 
even some hope that it may eventually 
be possible to prevent IgE-mediated 
reactions. It has been reported that 
that small part of the IgE molecule 
that attaches to receptor sites on mast 
cells and basophils is a chain of only 
five amino acids. When appropriate 
pentapeptides are injected into the 
skin, they tend to block these receptor 
sites for IgE in that particular skin 
area, thus locking out the potentially 
reaction-producing IgE molecules.” 
Recently, the suggestion has been 
made that IgE has beneficial effects 
as well, eg, that it may be involved in 
the defense against intestinal para- 
sites." 

One of the consequences stemming 
from the many advances made in 
immunology in recent decades has 
been a tendency to clearly differen- 
tiate between delayed hypersensitivi- 
ty reactions mediated by thymus- 
derived T cells and immediate reac- 
tions mediated by antibodies secreted 
by bone marrow-derived B cells. 
During the years, however, it has 
become increasingly evident that co- 
operation between these two systems 
is often necessary for adequate immu- 
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nolis functions. The T cells regulate 
the functions of B cells, and B cells, 
perhaps to a lesser degree, regulate 
the functions of T cells. * | 
For example, the abnormally great. 
tendency of individuals with an atopic  . 
diathesis to form IgE molecules séems 
to be primarily due to a deficiency in 


T cells or T cell functions, rathér than - X 


to a derangement in B cell function. = 
The T cell deficiency causes a failure 
in regulation of secretion of IgE moles 
cules by B cells. This finding should. 
not come as a great surprise to clini- à 
cians: for many years we have been. 
aware of the unusual susceptibility of. 
patients with atopie dermatitis to. 
cutaneous infeetions with the viruse: 
of herpes simplex," cowpox, small- 
pox,” and more recently of molluscum eh 
contagiosum“ and to superficial fun- n 
gous infections." | d 

Sensitization to one's own “akih, : 
which was only a hypothesis in 1934, . 
has become one of the most productive 
concepts in clinical medicine and 
dermatology. The everyday practice 
of dermatology now involves testing - 
for antinuclear antibodies in connec- 
tive tissue diseases," for antibodies. 
against intercellular substances in 
pemphigus,^ for antibodies against 
basement zone in bullous pemphi- 
goid,” and searching for deposits of 
IgA and complement in the basement 
zone in dermatitis herpetiformis." 

In eonfirmation of von Pirquet's 
hypothesis of 1911, some forms of 
eutaneous vaseulitis have been clearly 
shown to have an immunologic path- 
ogenesis. Among their clinical mani- 
festations are papular, urticarial, and 
nodular lesions, as well as ulcers and | 
necrotic areas. The mechanism here is. - 
deposition of antigen-antibody com- 
plexes in antigen excess, in the | 
presence of complement, in and | 
around small cutaneous blood ves- - 
sels.” Dermatologists should probably .- 
be grateful that there is now a proba- _ 
bility that improved understanding of — 
the pathogenesis of cutaneous vascu- 
litis will soon relieve us of the burden — 
of at least 15 descriptive names and | 
eponyms that have been used to de- 
scribe acute, subacute, and chronie 
vasculitis. 

Currently under investigation for a 
possible immunologic pathogenesis 
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d. E x^ g^ i " de 
ire common | ER such as 
pgoriasis®” and lichen planus." On the 


| ; | | other hand, studies of the nature of 
/.. the underlying immunologic changes 
. in erythema multiforme, a dermatosis 






- in which there is impressive clinical 
— evidence favoring an allergie mecha- 
nism, still are entirely lacking. 

| What is surprising is the lack of 
. progress toward understanding the 
pathogenesis of many cases of urti- 


decades been attributed to rale ik 
exposures. Mediation of allergic urti- 
carial reactions by skin-sensitizing 
antibodies of the IgE class has already 
been mentioned. However, even this 
step forward has brought with it only 
limited progress in diagnostic tests 
and treatment. Apparently, many 
-. cases of chronic urticaria do not have 

. an immunologic basis, but are due to 
. other, nonspecific, mechanisms." 

. These nonspecific mechanisms can be 
| activated by certain chemicals, such as 

aspirin, some dyes and preservatives 
used in foods, and drugs.” It is note- 
< worthy that although urticaria due to 


E light or cold, associated with skin- 


sensitizing antibodies in the blood 
serum, was the first skin disease in 
which an autoimmune mechanism was 
suspeeted, the autoantigens remain 
unidentified. 

I have already pointed out the 
important role that lymphocytes play 
in cutaneous immunologic reactions. 
Other cells that are involved in these 
reactions are macrophages, basophils, 
mast cells, and Langerhans cells. The 


v». special importance of mast cells is that 
. they are the only normally present 


- fixed cellular components of the skin 
. that have the capacity to release 
mediator substances that can call 
forth the migration of other cells, eg, 
of eosinophils and basophils, into 
. areas of cutaneous allergic reac- 
.. tions.” 
. The basophils generally appear to 
have the same functional capacities as 


: . mast cells (they also have special 


receptors at their surface to which 
IgE molecules can attach), but in 
contrast, they circulate in blood and 
tissues, including the skin. On expo- 
sure to antigen in vivo and in vitro 
they undergo the same changes as 
mast cells, ie, they degranulate and 


release their mediator substances. 
Their involvement appears not to be 
limited to urticarial reactions alone, 
however, since they are often found in 
primarily delayed-type reactions such 
as contact allergie reactions. Their 
presence indicates that in the later 
phases of the reaction, Jones-Mote 
type hypersensitivity is involved as 
well." Circulating antibodies also ap- 
pear to play a role, perhaps both in 
modulating and in intensifying the 
reaction. "=> 

The Langerhans cells only recently 
have been found to participate in 
cutaneous allergic reactions in the 
epidermis and dermis.“ These cells, 
which in the epidermis are just about 
aS numerous as melanocytes, have the 
capacity to migrate between the skin 
and the lymph nodes via dermal 
lymphatics." Langerhans cells can 
piek up antigen in the skin; they can 
bind it on their surface and they also 
contain it in their cytoplasm. A 
proportion of these antigen-bearing 
cells enter dermal lymphaties and 
migrate to regional lymph nodes, thus 
presenting antigen to sensitized lym- 
phocytes anywhere along this route." 
Langerhans cells have lysosomes and 
other ultrastructural features that 
suggest that they also can process 
antigen, analogous to macrophages. 
Could it be that the Langerhans cell 
system, which the skin shares with the 
lymph nodes, and perhaps also with 
the thymus, accounts for the remark- 
able capacities of the skin organ to 


participate in immunologie reac- 
tions? 
Many other important devel- 


opments have taken place in cuta- 
neous immunology in the last 40 years. 
Examples are complement activation 
in the skin, both by the classie and 
alternate pathways; the role of genet- 
ie factors, including the HLA system, 
in determining susceptibility to aller- 
gic sensitization; and the combined 
effects of chemical and physical 
agents in the production of cutaneous 
allergic reactions, eg, in contact pho- 
toallergy.* I am excluding these and 
other important and interesting de- 
velopments from discussion only be- 
cause they do not directly relate to the 
immunologie phenomena mentioned 
in my introductory remarks. 


1664 Arch Dermatol—Vol 112, Nov 29, 1976 





Important developments in cuta- 
neous immunology have occurred at 
an amazing pace during the past 40 
years. Some perhaps could have been 
antieipated, but most of them, I am 
convineed, were not predictable, at 
least not in their early phases. In any 
event, predictions in the biologie 
sciences are very risky because often 
the significance of early observations 
cannot be appreciated. For example, 
there was a hiatus of 18 years after 
the original publieations of one of the 
most important observations ever 
made in cutaneous immunology, +" 
namely, what we now call "specific 
immunologic tolerance," until another 
publication exploring this concept ap- 
peared.” 

Therefore, I hope I will not be 
considered unduly reticent if I decline 
to speculate on what might happen in 
cutaneous immunology within the 
next century. I am willing, however, 
to make one prediction, and that is: if 
we could only gaze into the erystal ball 
of cutaneous immunology, picturing 
the state of knowledge even after as 
short an interval as ten years from 


now, we would be utterly amazed. 
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À review of man's encounters with 
LX. cancer during the past 100 years 

. readily reveals that substantial ad- 
vances have been made in understand- 

= ing and controlling this disease. On 
. the other hand, certain aspects of 
progress during those years have 
other implications, inherently obvious 
but perhaps not generally appre- 
-~ “ciated; namely that progress, in areas 
5 both distant and close to medicine, 
^ often introduces new hazards difficult 
<> to predict or anticipate. The lessons of 
. the latter are far-reaching, for they 
<= place into focus questions of (1) 
- whether increasing rates of progress 
—* ean be achieved in the future without 
^. proportionate increases in attendant 
c. rates of risk, and (2) what means can 
or should be used to minimize such 

risks and at what cost. 

The very nature of cancer, per- 
“eeived today as a consequence of 
.altered cellular DNA, accounts for 

5 unique problems in regard to benefits 
^c. V8 risks, since most methods of cancer 
= treatment also alter DNA. As far as is 
= known, neither the sperm nor the 
~~ ovum carry cancer itself, but either 
.; may carry genetic deficiencies predis- 
posing to or facilitating the develop- 
... ment of cancer in the posteonceptual 
^ organism. By permitting exogenous 
or endogenous agents to damage 
. DNA, or by degrees of failure of 
. repair mechanisms to restore dam- 
aged DNA to normal, the cells of an 
organism are genetically predisposed 
to malignant transformation in pro- 
portionate degrees. Cancer-conducive 
DNA damage probably is inflicted on 
‘cells of all individuals, and were it not 
. for the reparative endonucleases, and 
. perhaps other protective systems, can- 
cer would be frightfully more common 
than it is already. | 
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Added to the burden of the body’s 
defense against what seems to be 
innumerable environmentally encoun- 
tered carcinogenic agents that attack 
DNA has been the ever-growing use 
during the past century of cancer 
therapeutic modalities that destroy or 
impair the survival of cancer cells by 
damaging the DNA of those cells—for 
unfortunately the same therapeutic 
intrusions are carcinogenic, capable of 
transforming DNA of normal cells 
and evoking neoplasia. Thus, in light 
of today’s knowledge, no longer mys- 
tifying is the fact that agents capable 
of curing cancer are also capable of 
causing it. 

Additionally, used for treatment of 
other conditions are drugs that also 
ean adversely affect DNA and which 
actually or hypothetically have the 
potential of inducing cancer. 

Technical and scientific revolutions 
have generated conditions and sub- 
stanees that have enhanced human- 
kind’s encounters with cancer. In 1876, 
the Industrial Revolution had been at 
full momentum for a century, and 
while it had provided great social 
achievements, we now know that it 
had ushered in a new era of man-made 
carcinogens, dated by the publication 
of Percival Pott in 1775 of his observa- 
tions on scrotal cancers in chimney 
sweeps. These people, beginning this 
trade of cleaning out soot-enerusted 
chimneys during their childhood 
years, developed lethal scrotal cancers 
later in adulthood. Perceived by Pott 
then was a latency period of carcino- 
genesis that remains inexplicable to- 
day. The fact of latency is not only 
important to understanding the pro- 
cess of cancer development, it under- 
lies the problem of coping with 
delayed hazards, cancer being only 
prototypal of perhaps others that we 
are to be coneerned with. 

Tars were thus prominent as envi- 
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ronmental carcinogens 100 years ago, 
but other carcinogens were in the 
environment. One was trivalent inor- 
ganic arsenic, widely prescribed in 
medicine because it had been found to 
be therapeutically efficacious on a 
number of diseases, including ones 
such as psoriasis, dermatitis herpeti- 
formis, asthma, syphilis, and amebia- 
sis. Its therapeutic reputation indeed 
had been built on many centuries of 
use. In 1876, however, its carcinoge- 
nicity for man was not yet recognized, 
nor perhaps even suspected, and the 
thought of iatrogenic cancer may not 
have surfaced in medical conscious- 
ness. 

For the purpose of this review, a 
period of approximately 70 years after 
1876 may be inserted as a time of a 
“scientific and technological revolu- 
tion.” During this interval, great 
discoveries were made that had direct 
application on the control of cancer. 
The conditions and substances gener- 
ated were also to find etiologic roles in 
carcinogenesis. The early discovery of 
ionizing and particulate radiation, and 
other discoveries later in the field of 
nuclear reactions, quickly found appli- 
cability within medicine, and radio- 
therapy was added to surgery as a 
mainstay for cancer treatment. Short- 
ly after the turn of the century, some 
of the hazards attendant on this prog- 
ress became clinically apparent, and 
radiation was discovered to be earci- 
nogenie as well as carcinostatic. 
Science and technology had achieved 
steps of progress, but humankind’s 
environment contained new agents 
capable of causing alterations in 
DNA. | 

The past 30-year interval may be 
referred to as an era of “chemical 
revolution" —a period of modern man's 
design and synthesis of countless new 
chemical compounds for use in indus- 
iry and medicine; a period of emer- 
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gence of the field of molecular biology 
that has generated new knowledge on 
the structure and function of DNA 
and how physical or chemical intru- 
sions might affect it and the intricate 
molecular systems on which cellular 


function, replication, and genetic 
transmission depend. The curve of 
progress has been turned sharply 
upward and the rate at which new 
conditions and substances have been 
introduced has been increasingly rap- 
id. These accelerated rates have set 
social moods of restless anticipation of 
new miracle cures, a time indeed of 
great expectations. But as earlier eras 
have shown, progress is to be eyed for 
its eonstituent elements of benefits 
for the latter have 
always attended the former. From the 
standpoint of man's general health 
and well-being, it is clear that more 
categories of new substances having 
the capability of altering DNA and 
causing cancer have been inserted 
into his modern environment. Many 
such materials have been found useful 
in industry, accounting for what 
society considers desirable changes in 
ways of living. Some have also been 
found useful as drugs, used in the 
treatment of cancer as well as various 
other groups of disorders or condi- 
tions. 

There is no doubt that cancer 
chemotherapeutic drugs developed 
during the past 30 years have 
provided a new day for patients with 
cancer, as the list of those with 
controlled or cured cancer of various 
kinds lengthens. Dermatologic can- 
cers are among those sharing in these 
benefits. For example, epidermal can- 


cer now seems largely avoidable by 


topical treatment of precancerous 
lesions, or superficial early lesions, 
with fluorouracil; and mycosis fun- 
goides, a lymphomatous disease uni- 
formly lethal 30 years ago, now can be 
brought into sustained complete re- 
mission by intensive topical treat- 
ment of early disease with alkylating 
agents. 

Some of today’s chemotherapeutic 
agents inhibit DNA synthesis or cell 
replication without causing direct 
DNA damage conducive to malignant 


_ transformation of the cell. Others are 
known to damage DNA in a way 
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conducive to carcinogenesis. The ac- 
tuality of carcinogenicity in humans is 
not yet known for most drugs, 
although it is known for some and can 
be expected of many others. Such 
predictable hazards can be accommo- 
dated to on the basis of the magnitude 
of benefit achievable compared with 
risk. Seemingly insolvable dilemmas 
are presented, though, when potential 
hazards cannot be predicted or envi- 
sioned. Who in the 1940s for example 
would have envisioned that diethyl- 
stilbestrol given to pregnant women 
might cause cancer of the vagina of 
their daughter offspring 20 or more 
years later? Perhaps it was the lack of 
awareness of the existence of such 
problems at the time, for even though 
the lessons from arsenic were thor- 
oughly known, the knowledge base of 
molecular biology was Inadequate to 
formulate comparabilities. 

The practice of dermatology today 
includes the use of drugs and condi- 


.tions known to be carcinogenic in 


laboratory animals. Such drugs may 
be reasonably selected to treat dis- 
eases such as forms of cancer or other 
diseases sufficiently destructive as to 
be comparably malignant when the 
benefits outweigh possible adverse 
consequences. Until new categories of 
drugs without carcinogenic properties 
are developed, the issues of benefit vs 
risk remain, requiring appropriate 
judgments by physician and patient. 

Possible ways to eradicate carci- 
nogenie hazards of cancer therapeutic 
modalities might include: 

1. Development of agents selec- 
tively damaging the DNA of cancer 
cells without damaging that of normal 
cells. Such a possibility seems unlikely 
in light of existing knowledge. 

2. Development of effective immu- 
notherapeutie procedures. The tide of 
current research in this area seems to 
assure that maximal exploration of 
this possibility will be carried out. 

3. Development of drugs or pro- 
cedures implementing death of cancer 
cells by other pathways. Insofar as 
epithelial cells and lymphoreticular 
cells normally self-destruct on comple- 
tion of their biologically assigned 
mission, reactivation of such suicidal 
behavior in malignant cells of these 
tissues may be possible. 





generations. 





Surely, search must be made to- fpd 
effective drugs or procedures that WilF 
not compromise the integrity of Pu E 
kind's normal DNA, for extensive use 
of DNA damaging agents has implica- 
tions beyond their damaging quete 
on somatic cells alone, | 

Alluded to earlier was the lateney 
period of cancer as prototypical of 
other hazards confronted by human- 
kind's exposures to new drugs or 
conditions, ie, adverse consequences 
clinically emerging years, or conceiv- 
ably generations, after exposure. T ie 
seriousness of such events becomes 
magnified with inereasing ra 
exposures. In past centuries 
encountering new drugs was at a slo 
pace, and suffieient time elapsed to 
permit compensatory adjustment toa 
few long-term hazards one by one. — 
Rapid rates of introducing new drug © 
substances compounds the burden of 
long-term hazards, for it compresses 
multiple problems onto but one or two: 
A moment’s reflection 
permits one to imagine what conse- 
quences might be faced under ex-: 
traordinary conditions. 

Therefore, perspectives on man’s 
encounters with cancer during the 
past century should provide some 
guides to courses that might be 
pursued these days. Some risks seem 
inherently inseparable from progress 
since the frontiers of biology and 
medicine are characterized more by 
the unknown than by the predictable; 
and this circumstance prevails in 
regard to possible long-term hazards 
to man when new drug substances are 
introduced into clinical use. Informa- 
tion gained from use in laboratory 
animals may be helpful as a guide to. — 
judgments, but will not necessarily 
predict events in humans, since some ` 
substances can be injurious to some — 
species but not to man, and vice versa. | 
An example of the latter is trivalent. — 
inorganic arsenic, which has been | 
tested in several species of laboratory _ 
animals and found not to be carci- : 
nogenic. 

This year of 1976 is a time to reflect. 
The mission of medicine to find new 
cures for man's maladies must contin- | 
ue. Knowledge derived from history — 
hopefully will be useful in planning 
and pursuing this mission. 
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Leonard C. Harber, MD 
pu A one reflects on the field of cuta- 
. neous photobiology, there have 

been so many outstanding basic 
science and clinical developments dur- 
Ang the past decades that it is difficult 
to select those which are most impor- 
tant. However, a common theme 
underlying these developments has 
. been a progression from morphologic 
. . and qualitative studies of photoder- 
. matoses to a quantitative and etiolog- 
= ically oriented analyses of photopa- 
 "thology. Being permitted a spirit of 


+ free inquiry, research in photobiology 
.. has found direct application to photo- 
' sensitivity diseases. In addition to a 
^; better understanding of pathogenesis, 

- photobiologie research has provided 


knowledge that has eventuated in the 
effective treatment and control of 
several photodermatoses. If I may 
exercise the prerogative of arbitrary 
choice, the following reflections are 
restricted to five photobiologie cate- 
gories, with apologies for obvious 
omissions necessitated by limitations 
of space. They include: the porphyrias; 
drug photosensitivity; xeroderma pig- 
mentosum; photochemotherapy; and 


.... future frontiers. 


PORPHYRIAS 


=o The “porphyrias” now refer to both 
genetic and acquired disease states 


xm characterized by the accumulation of 
_.. Specific porphyrins in selected tissues. 


The first morphologie description of 
the porphyrias was probably that of 


... Baumstark in 1874! He described a 
. patient whose condition was charac- 


terized by vesicles, liver disease, and a 


^ red urinary pigment as having "pem- 


phigus leprosus." Today, the porphy- 


D rias are defined in quantitative units 
that refer to the abnormalities in the 


tetrapyrrols, as noted in the Table. 


However, this biochemical under- 
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standing has emerged only after two 
generations of concentrated research 
by diverse disciplines. One cannot 
overly stress the early monumental 
contributions of Hans Fisher that 
have led to our present knowledge of 
the porphyrias. This Nobel Laureate 
biochemist first synthesized and iden- 
tified porphyrins in 1925. 

The fact that porphyrins were 
photosensitizers was demonstrated 
during the period of Fisher's early 
studies by Meyer-Betz. His most 
convineing experiment was simple 
and direct, but unfortunately almost 
fatal It consisted of Meyer-Betz 
injecting himself intravenously, on 
Oct 14, 1912, with 200 mg of hemato- 
porphyrin. It was several months 
before he could again expose his skin 
to sun without incurring severe edema 
and pain. 

Although numerous different types 
of porphyrias were recognized clin- 
ieally, the need for correlating mor- 
phologic features with biochemical 
variations was first appreciated by 
Waldenstrom.' He was aware that 
excessive amounts of uroporphyrin 
could be used as a diagnostic tool, and 
correctly identified from a much 
larger group of porphyric patients the 
disease that is now referred to as 
"porphyria eutanea tarda." Further 





Disease 
Erythropoietic 
porphyria 










Uroporphyrin | 









Erythropoietic 
protoporphyria 


Protoporphyrin IX 





Porphyria cutanea — Uroporphyrin t and III 
tarda 

Acute intermittent Porphobilinogen 
porphyria 








Variegate 
porphyria 


Protoporphyrin 
porphobilinogen 









Hereditary 
coproporphyria 


Coproporphyrin 





*Modified from Harber and Bickers.” 
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Biochemical Findings in Porphyria* 


Most Characteristic 
Porphyrin Precursor 






Erythrocytes 
Urine 
Erythrocytes 


Urine . =<. 0.05 ug/ml or 
100 ug/24 hr 

Urine « 4 pg/ml 

Blood. < 40 ug/100 ml 







Feces 


Feces 





studies at the Mayo Clinie by Brunst- 
ing in the early 1950s firmly united 
the clinical and biochemical features 
of 17 patients with porphyria cutanea 
tarda.? Later, Schmid" united epidemi- 
ology with an experimental biochem- 
ical animal model. The clinical prob- 
lem Sehmid studied was based on ease 
reports by Cam. His observations 
concerned thousands of Turks who 
had ingested wheat treated with 
hexachlorobenzene in the fall of 1959 
and had then developed porphyria 
cutanea tarda within a period of 
months.’ Sehmid significantly ad- 
vanced our understanding of the role 
of drugs such as hexachlorobenzene in 
the induction of porphyria in man by 
demonstrating that porphyria could 
be induced in rodents by adding this 
antifungal agent to their diets. 
Another leading dermatologist dur- 
ing the 1950s who continued the 
proeession from qualitative and de- 
seriptive morphology to quantitative 
and etiologic studies was Ian Magnus. 
Two outstanding contributions in the 
porphyrias are primarily due to his 
efforts. As a dermatologist, he empha- 
sized the use of precision instrumen- 
tation for photobiologie measure- 
ments of action spectra. This was 
accomplished by his developing a 
water prism monochrometer that en- 





Suggested Biologic 
Specimen(s) 





Normal Value 
< 0.05 pg/ml 
< 100 ug/24 hr 
« 0.35 ug/ml 


























« 15 ug/gm 
« 2 ng/ml 

< 6 ug/gm, 
wet weight 
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abled him to show that specific wave- 
lengths of light evoked particular 
eutaneous lesions in the skin of 
patients with porphyria.* The action 
spectra data coincided with the 
absorption spectrum of the porphy- 
rins. His further studies showed that 
certain photobiologic disorders with 
diverse morphologic features that pre- 
viously had been classified as hydroa 
aestivale, hyalanosis mucosae, solar 
urtiearia, solar eczema, or simple 
psychosomatic, were, in selected in- 
stances, due to a common biochemieal 
defect in protoporphyrin metabolism. 
Further studies by Magnus et al? led 
to the characterization of the specific 
disease entity, erythropoietic proto- 
porphyria.’ This particular investiga- 
tion remains a superb example of 
research leading to the recognition of 
a biochemical test that can confirm a 
physician’s clinical impression. 

Other reflections of outstanding 
relevance in the porphyrias are the 
development and use of two thera- 
peutic modalities; phlebotomy by Ip- 
pen" and B-carotene by Mathews." 


XERODERMA PIGMENTOSUM 


An additional example of accurate 
morphologic observations having been 
united with fundamental  photo- 
chemical and photobiologic studies has 
been xeroderma pigmentosum. This 
photogenodermatosis was morpholog- 
ically well described by Kaposi as 
early as 1870, and further delineated 
by him in 1882.7 Kaposi also appre- 
ciated the role of light in inducing the 
clinieal manifestations. Indeed, it was 
well known before the 20th century 
that patients with xeroderma pigmen- 
tosum did relatively well if they 
worked in coal mines during the day. 
However, it was not until the 1960s, 
when newer knowledge of DNA and 
its repair processes became available, 
that Cleaver was able to propose a 
fascinating hypothesis concerning the 
molecular pathogenesis of this dis- 
ease. His hypothesis was based on 
studies initiated by the Setlows. They 
were among the first to show, in 1962 
and 1966, that DNA damage occurred 
following ultraviolet irradiation and 
that pyrimidine (thymine) dimers 
were formed in irradiated DNA 
strands. ° 
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Others were soon able to demon- 
strate that these thymine dimers, 
indicative of damaged DNA, were 
normally repaired by an eczematic 
mechanism that led to the excision of 
the defective portion. This was then 
followed by insertion of new bases 
into the damaged DNA strands. These 
two events, thymine dimer formation 
and excision repair, represent a phe- 
nomenon found in the nuclei of all 
cells, ranging from unicellular organ- 
isms to mammals. It was these experi- 
ments in cell biology that were 
directly applied to the photopathology 
of xeroderma pigmentosum by Clever 
in 1968.'* Using irradiated fibroblast 
cultures, he was able to demonstrate 
that the uptake of tritiated thymidine 
was abnormally low in patients with 
xeroderma pigmentosum. This sug- 
gested to him that the defective enzy- 
matie repair mechanism might be due 
to an absent or malfunctioning endo- 
nuclease, and that this could account 
for the morphologie appearance and 
features of these patients. The funda- 
mental aspeets of Cleaver's studies, 
with minor modifieations, have been 
confirmed by others, including Ep- 
stein et al'* Their studies with 
epidermal cells showed the same 
phenomena that Cleaver had earlier 
reported with fibroblasts. A further 
exciting development with broad im- 
plications for genetic counseling was 
recently described by Ramsay and 
Giannelli.'* Using Cleaver’s technique, 
they reported that by obtaining cells 
by amniocentesis, the prenatal diag- 
nosis of xeroderma pigmentosum 
could be made in the offspring of 
affected patients. 


DRUG PHOTOSENSITIVITY 


A third important disease category 
that has been actively studied during 


the past decade has concerned mech- . 


anisms of drug photosensitivity. This 
field rests heavily on simple, but 
sophistieated, studies performed in 
1900 by Raab.^ At that early date he 
demonstrated fundamental principles 
in paramecia that are keystones of 
photobiologic reactions today. Raab 
studied, in controlled fashion, the 
adverse effect on the paramecia's cilia 
following exposure of these organisms 
to acridine and light. He appreciated 


* 


"E 4t -* 
that the photobiologie «response .wa 
due to an obligative combined effet 


Later, in 1939, Stephen Epstein ET 


applied these studies to man, using — 
sulfanilamide and light, and coined 
the term “phototoxic” for this type of. be 


drug photosensitivity reaction. A sec-: 
ond type of morphologic respons 
obtained with sulfanilamide was als 
described by Stephan Epstein, wh 
introduced the term “drug photoall 

gy.” | B 
It is now known from clinical. 
studies reported by Wilkinson in. = 





1961? that tetrachlorosalicylanilide 
operates in a similar fashion in induc- . =- 


ing, under clinical conditions, pho- 


toallergie contact dermatitis in man. 4 
Subsequent laboratory studies with. ` 
tetrachlorosalicylanilide have shown 


that the role of light in drug photoal- `- 
lergy is to photochemically alter the 
haptenic group or the avidity with 
which it combined with carrier pro- 
tein. Present evidence indicates that | 
the pathogenic mechanism in drug 
photoallergy is a delayed type of cell- 
mediated hypersensitivity that has 
been characterized by the following 
experimental properties: induction 
and passive transfer of photosensi- 
tivity in animals?'^'; macrophage inhi- 
bition and lymphocyte stimulation 
tests**?'* as well as actual induction of 
photosensitivity in man.^ In all addi- 
tional respects, other than requiring 
light, photoallergic contact dermatitis 
appears similar to allergic contact 
dermatitis." These two basic mech- 
anisms, phototoxic and photoimmuno- 
logic, continue to form solid pillars of 
pathogenic mechanisms, and are the 
basis of classifying drug photosensi- 
tivity. However, we now recognize 
additional pathways of adverse drug 
reactions related to chemicals and . 
light. Drugs are now known to induce 
or mimic diseases such as lupus 
erythematosus, pellagra, and porphy- 
ria.” 

If I may digress for a moment and 
reflect on some personal aspects of 
photobiologic activities, it was Marion 
Sulzberger, in 1953, who encouraged 
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of both dye and light. Each alone was. ; 
without effect, but the combiried  * 
effect of photosensitizers and appro- 
priate wavelengths of light was lethal. 
to the cell. i 


















* st photebiologic efforts | in stud- 
if in topical sunscreens and helped 
me to select dermatology as a career.” 

<- He and Rudy Baer, both mentors and 

-. collaborators, but above all sincere 
< friends, remain my dermatologic ti- 
.tans. Rudy Baer particularly guided 
vand encouraged my attempts to 





- -. induce and to study photosensitivity 


— diseases in experimental animals un- 
der controlled conditions.” 


PHOTOCHEMOTHERAPY 


No reflections concerning cuta- 
neous photobiology would be complete 
without a diseussion of a fourth cate- 
gory of photobiologic effort, "photo- 
therapy and  photochemotherapy." 
During the 1950's, outstanding good 
=u results in the treatment of psoriasis 
- using Goeckermann’s therapy? had 
been well established for 30 years. At 
this same time, two young investiga- 
^. tors, Tom Fitzpatrick and Bunse 
-^. Lerner, were reporting exciting stud- 
un i ies defining the principles of melanin 
- .8ynthesis and the role of light and 
 psoralens as therapeutic agents in 
treating vitiligo.'^" Musajo et al had 
started biochemical experiments that 
led to the isolation of the psoralen- 
DNA cycloaddition products." I also 
vividly reeall, during the late 1950s, 
my mistaken skepticism concerning 
phototherapy for neonatal jaundice 
| when the early clinieal reports first 
zm | i | appeared.’ ERU 
.. Recently, systemic  photochemo- 
- therapy studies have been initiated to 
. evaluate the treatment of selected 
© severe cases of psoriasis using meth- 
 oxsalen systemically.' The therapeu- 
| tic results following “PUVA” therapy 
| in these patients are strikingly con- 
. vincing, and the side effects reported 
-< to date are tolerable. However, it is 
necessary to exercise caution until a 
. long-term follow-up of these patients 
is available in order to resolve ques- 
. tions relating to ocular damage and 
© carcinogenesis.” 


FUTURE FRONTIERS 


.. Where are the frontiers of photobi- 
© ology today? What are the exciting 
challenges? Sunburn, per se, is the 
outstanding problem. It still remains 
an elusive morphologic term, with an 
undefined autophotosensitizer. The 

















exact chemical mediators, as well as 


the site of initial photon absorption, 
remain unclear. There is even less 
knowledge of the pathway whereby 
this type of actinic damage even- 
tuates in neoplasia. Therapeutically, 
the challenge exists to develop sys- 
temic photoprotective or photorepair 
agents in order to minimize the 
effects of chronic actinic damage. 

Other photodermatoses, such as 
polymorphous light eruption and hy- 
droa vacciniforme, still remain mor- 
phologic entities of unknown cause, 
with no animal model available. 
Indeed, the field of cutaneous photo- 
biology is just approaching maturity. 

In conclusion, cutaneous photobiol- 
ogy now rests on a firm foundation 
and is presently the scene of active 
clinical and basic science studies. The 
future is bright. It offers exciting 
challenges in many fields and is 
limited only by the horizons of the 
investigator. 


This study was supported in part by grant 
ES01040-03 from the National Institute of Envi- 
ronmental Health. 
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| Dis centennial and bicentennial 
years, there seems to be a 
natural tendency to reflect on the past 
and to reconstruct, to whatever extent 
we can, how we came to be what and 
where we are. But mere reminiscing is 
without utility unless it ean influence, 
in some meaningful way, our present 
and future activities. To put it simply, 
the past is meant to be learned 
from. 

a Today our knowledge of the func- 
tion of the skin and its components is 
vast. We are beginning to discover 
some of the factors that regulate the 

growth and differentiation of the 

5 epidermis; we understand how the 

we. glands of the skin function and are 

—. eontrolled; the biochemical complexi- 

. ties of melanin have been clarified; 

< the biosynthesis of collagen and other 

connective tissue components has 
been extensively studied; and enor- 
mous progress has been made in our 

4 . understanding of immunologie pro- 

^. cesses during the past decade. These 

advances are so well known to all who 
read the dermatologic literature that 
an attempt to detail them might well 
require an entire meeting and would 
Serve no useful purpose. Suffice to say 
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that substantial progress has been 
made and, in the best medical tradi- 
tion, many laboratory findings have 
been rapidly translated into improve- 
ments in patient care. But, the enor- 
mous expansion that characterizes 
dermatologic research since World 
War II did not arise by spontaneous 
generation or from a void. The stage 
was beginning to be set more than 50 
years ago, so I would like to call 
attention to what I consider a decisive 
decade in the development of scien- 
tific dermatology in Ameriea—the 
period from 1920 to 1930. 
. The 1920s were dynamic years—the 
"war to end all wars" had ended; a 
spirit of national pride and optimism 
prevailed which, on the one hand, 
produced an isolationism that was to 
have dire consequences, but, on the 
other, tended to liberate the American 
dermatologist from his deferential 
attitude toward his European counter- 
part. American dermatology was 
clearly coming into its own 

This was well illustrated by the 
remarks of Martin F. Engman' of St 
Louis in his presidential address to the 
American Dermatological Association 
(ADA) in 1920. These are his words: 


We who have been engrossed in the study 
of skin diseases must, if we have normal 
minds, realize our ignorance. Epicurius 
taught that truth can never be determined 
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by pure reason. The scientific weni of ‘the 
modern mind demands and seeks experi- - 
mentation for the vertifieation of truth. - 
Medical literature is still carrying. along on 
its many pages folk-lore, legendary data, - 
obsolete theories and vague fancies indel- 
ibly preserved on its pages by precedent. 
The skin and its digression from. the 
normal is a study which should i inspire one - 
to employ all the forces of inductive ^ 
reasoning, inquiry, investigation and ex- > 
perimentation in the search for truth— but 
truth shorn of precedent. 


These remarks, which still ring trüs, ; 
were echoed by Howard Morrow? of 
San Francisco in his presidential . 
address of 1923. “Since the days of | 
Pasteur medicine has ceased to be. 
empirical, it has become scientific. Its. 
real progress is in the laboratories.’ 

During the 1920s, the Archives f 
Dermatology and Syphilology, which | E 
was first published in 1920, seemed to * 
serve almost exclusively as a. vehicle 
for studies, case reports, and mac 
of members of the ADA. Thus, it -. 
provides a rich historical source. of be 
insight into the thoughts of our . 
colleagues during those turbulent- 
aie ve 
During the early 1920s, experimen- 
tal research publications, in a contem-  - 
porary sense, are rarely encountered 
in the pages of the ARCHIVES, but — 
there are a few remarkable excep- . 
tions. 
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patient with congenital anhidrotic 
ectodermal defect. Previous studies on 
such patients had shown that, at rest, 
water loss through the skin was 
normal. Goeckermann, therefore, con- 
cluded that insensible water loss could 
not.be due to sweat gland activity, but 
represented simple diffusion through 
the skin. He also deduced that the 
. sweat gland was not always active, 
but functioned only under special 
conditions of stress. This was a rather 
remarkable insight considering that it 
had been only three years earlier that 
Schiefferdecker had differentiated ec- 
erine from apocrine glands. 

Later that same year, Sweitzer and 
Michelson‘ tested the then prevalent 
hypothesis that seborrheic dermatitis 
was somehow related to acidosis—the 
old "too much acid in the blood" theory 
in which some of our patients still 
believe. After a thorough study of 
what was then called the blood "alkali 
reserve" of patients with seborrheic 
dermatitis, eczema, psoriasis, and 
acne, and finding no consistent abnor- 
malities, they concluded that "promis- 
euous alkali therapy is unscientific 
and inadvisable." 

Another example of this productive 
iconoclasm appeared in 1921. Robert 
C. Jamieson?’ of Detroit investigated 
the nitrogen metabolism of patients 
» with psoriasis because Schamberg of 
Philadelphia had previously proposed 
that a low-nitrogen diet was benefi- 
cial in this disease. According to 
Schamberg, epithelial cells could grow 
only as long as there is "available" 
protein. When the supply of this 
protein is exhausted, epidermal 
growth is checked. It is interesting 
that although Jamieson found normal 
nitrogen metabolism in psoriatics, he 
was still unwilling to rise to Engman’s 
challenge to search for “truth shorn of 
precedent.” Despite his negative find- 
ings, he attributed the improvement 
of psoriasis after ultraviolet or x-ray 
therapy to an inability of the epider- 
mal cells to take up nitrogen. 

In 1924, C. Guy Lane* of Boston 
reviewed the "Newer physiology of 
the skin." He reported several studies 
that indicated that the pH of sweat 
was invariably acidic, and also that 
there was a regional variation in its 
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mineral content. He suspected that 
this might be a factor in the predilec- 
tion of skin diseases for certain 
regions of the body and might also 
account for the occurrence of some 
diseases in patches. He also reported 
that Bruno Block of Zurich had discov- 
ered an oxidative ferment or enzyme 
that was responsible for skin pigmen- 
tation and that this was lacking in the 
skin of albinos. This, perhaps, 
prompted John Stokes, then of Roch- 
ester, Minn, to express his regrets 
that so much fundamental physiologic 
research in dermatology was being 
done by nondermatologists in this 
country. American dermatologists, he 
asserted, content themselves with 
purely clinical observations and specu- 
lations. Stokes, although perhaps 
overstating his case, was substantially 
correct. In the first half of the 1920s, 
many issues of the ARCHIVES did not 
contain a single article that could be 
considered truly scientific or experi- 
mental. 

At this point, one might ask why 
this was true, especially since research 
in dermatology seemed to be fluorish- 
ing in many European centers. Per- 
haps one can gain some insight into 
the situation by reading MacKee’s’ 
presidential address at the 50th 
annual meeting of the ADA. Although 
most of his predecessors during the 
past five years emphasized research, 
MacKee entitled his presentation 
“Some requirements of modern der- 
matology in this country." In this 
speech he extoled the virtues of 
private practice and the private prac- 
titioner, advocating that department 
heads should not be full-time but 
rather half-time, at most, or volun- 
teer, at best. Evidently, this was an 
attempt to encourage a non-European 
system in America. During the past 
decade, he stated, most of the young 
dermatologists have been trained 
here, and not infrequently by teachers 
who did not study on the other side of 
the Atlantic. The profession in the 
United States was becoming more 
independent of foreign dermatology. 
"Research," he said, "is important and 
any attempt to place medicine on a 
more scientific basis is to be ap- 
plauded; but it seems unwise and 
unnecessary to transform a medical 


college into a research institute." 

Although few of us today would 
agree entirely with MacKee, it is clear 
that he foresaw the dangers of devel- 
oping "ivory tower" European insti- 
tutes with a rigid hierarchy in a more 
liberal American environment. I be- 
lieve that MacKee also foresaw that 
the future of dermatologic research in 
America had to be based on close 
cooperation between clinie and labora- 
tory, an environment in which the 
practicing dermatologist would not 
only feel comfortable but could be 
productive as well. 

Although research productivity by 
American dermatologists was sparse 
during the early 1920s, a definite 
increase could be detected in the latter 
years of the decade; perhaps one can 
call it the classic period of dermato- 
logic research. I would like to cite only 
three examples. 

In 1928, Sulzberger? reported his 
findings in experimental dermato- 
phyte infections in guinea pigs. Posi- 
tive blood cultures were obtained 
shortly after infection and again 10 to 
13 days later. This period corre- 
sponded to the peak of the inflamma- 
tory reaction, the beginning of disap- 
pearance of organisms from the skin 
lesions, as well as the time of onset of 
delayed hypersensitivity. On the basis 
of these experimental data, Sulzberg- 
er postulated that "id" reactions were 
due to an allergic reaction to hemato- 
genous dissemination of organisms 
from the site of active infection, a 
concept that is still considered valid. 

Another pioneer and significant 
mierobiologie study was published in 
1929. The acne bacillus had long been 
ineriminated in the pathogenesis of 
aene. The most widely held opinion 
was that the disease was actually 
infectious in nature. This concept was 
probably based on the authoritative 
paper of Gilehrist who, 30 years 
before, had claimed that the acne 
bacillus was capable of producing a 
lethal infection in mice. Ketron and 
Brown! were the first to challenge this 
concept seriously. In a series of exper- 
iments, they showed that the acne 
bacillus was not pathogenic when 
injected into the skin of mice, rabbits, 
or guinea pigs. The organism was 
capable of producing abscesses in 
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rabbit skin after intradermal injec- 
tion, but dead bacteria produced the 
same results. In man, intrafollicular 
injection produced inflammatory pap- 
‘ules and pustules but not active infec- 
tion. Based on these studies, Ketron 
and Brown postulated that acne is not 
due to infection but rather to the 
irritating effects of the acne bacillus 
within comedones or sebaceous mate- 
rial. This deduction is amazingly close 
to our modern theory. 

Significant biochemical research 
was also beginning to emerge during 
this period. Wile et al'^ noted from 
their review of the literature that 
many cases of xanthomatosis were not 
associated with an increase in the 
serum cholesterol level, and reasoned 
that some other abnormality must be 
at fault. They analyzed the lipid 
content of several cutaneous xantho- 
mas and found that although the total 
lipid content was about 10%, choles- 
terol content was only about 2%. One 
of their patients had diabetes, with 
elevated serum lipid and cholesterol 
levels. After treatment with a low- 
carbohydrate diet, the xanthomas 
cleared as serum lipid levels fell. 
When a high-carbohydrate diet was 
used, serum lipid levels again rose. 
Based on this observation, two non- 
diabetic patients with xanthomas and 
normal serum lipid levels were treated 
with a weight reduction diet. In one of 
the patients, who happened to be 
obese, the xanthomas cleared. This 
truly classic paper probably rep- 
resents the first serious attempt to 
classify the xanthomatous diseases on 
the basis of their underlying meta- 
bolic defect. 

Despite these excellent papers, I 
would not want to propose that this 
period represented a golden age for 
American dermatologic research. 
Many experiments were poorly con- 
ceived or executed. Let me cite just a 
few examples, whose authors will 
naturally remain anonymous. 

In the late 1920s, one of our late 
members, in an attempt to confirm 
the favorable results claimed by 
several European authors, irradiated 
the thymus area of 50 patients with 
psoriasis. Less than 10% had definite 
improvement. The author acknowl- 
edges that his results were not as 
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impressive as those previously re- 
ported, but attributes his failure to his 
use of a lower dose of x-rays, not 
considering the possibility at all that 
the treatment might be inherently 
worthless. Despite his negative re- 
sults, the author concludes that thy- 
mus irradiation has a definite place in 
the treatment of psoriasis. 

The discussion that followed this 
paper was most interesting. Gilchrist 
rather pointedly asked the author 
whether he was treating hypofunc- 
tion, hyperfunction, or dysfunction of 
the thymus, and suggested treating 
any area of the skin to see if similar 
results could be obtained. Pautrier of 
Strassburg said he never had good 
results with irradiation of the thymus, 
and even the originator of the treat- 
ment in Prague, with whom he had 
spoken, did not think it was any 
good. 

There were also a number of 
unusual studies performed in the labo- 
ratory. Let me give just one repre- 
sentative example. During the 1920s 
there seemed to be a belief that "au- 
tonomic inbalance" was somehow re- 
sponsible for what was called "cuta- 
neous irritability." To test this hy- 
pothesis, serum calcium and potas- 
sium levels in rabbits were correlated 
with the degree of reaction produced 
by the application of various con- 
centrations of croton oil. Total serum 
caleium did not correlate, but a high 
potassium-to-calcium ratio seemed to 
be associated with increased cuta- 
neous irritability. The problem with 
this study is that most of the serum 
potassium values were about five 
times normal, and thus, the results are 
uninterpretable. I think the authors 
must have suspected this since they 
state that, although specimens that 
showed gross hemolysis were dis- 
carded, the presence of hemolysis in 
the remaining serum samples was not 
determined by spectroscopic examina- 
tion. Despite this, an elaborate theory 
of the interrelation between the skin 
and the autonomic system was devel- 
oped, supposedly supported by the 
experimental data. 

My motive in mentioning these two 
studies is not to deprecate them. 
Rather, in the first case, judging by 
the criticism the use of thymic irradia- 


tion received, I would' point 0 t 
an attitude of healthy skepticism 
obviously prevailed at that time. Like- 
wise, in the second case it can be seen 
that clinical dermatologists were 
going to the laboratory in an attempt ` 
to develop animal models of human 
disease. Whether thé work was good 
or bad is irrelevant. The important 
point is that the spirit of scientific 
inquiry and the need for clinicians to : 
utilize the laboratory was obviously 
being impressed on the students who 
were to become the leaders of scien- 
tific dermatology during the next few 
decades. 

Naturally, this brief summary does 
not do justice to all of the major 
contributions of the decade by Amer- 
iean dermatologists, but my aim was 
not to provide an exhaustive review. 
Rather, as I mentioned earlier, my 
goal was to determine what we might 
learn from these giants of the not-so- 
distant past. It was not that their 
produetivity was great. From the 
standpoint of volume, the 1920s were 
not "roaring." There were only a 
handful of dermatologists in only a 
few centers who could be considered 
experimentalists in a contemporary 
sense. But this nucleus, which seemed 
to be dedicated to Engman's concept 
that the future of dermatology lay in 
experimentation, provided the sound 
foundation on which subsequent gen- 
erations still build. In fact, virtually 
all dermatologists today are the 
products, directly or indirectly, of 
those few centers in which clinical and 
research activities went hand in hand. 
MacKee’s fears that an academic 
department of dermatology would 
become an "ivory tower" proved to be 
unfounded. 

The full impact of the growth and 
development of these academic cen- 
ters in the 1920s was not to have its 
full impact for several decades. Two 
major factors seem responsible—the 
discovery of penicillin and a federal 
commitment to research funding. The 
fortuitous discovery of a cure for 
syphilis was responsible for freeing an 
enormous amount of time, space, and 
effort that allowed dermatologists the 
opportunity to seek new worlds to 
conquer. 

The other factor was, of course, 
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‘Due tò the great availability 
abundance of federal research 
and training grant funds, dermatol- 
ogy flourished after World War II. 
From a mere handful of academic 
centers we now have dozens. But, none 
of this would.have been possible 
unless theré had been a strong nucleus 
of individuals trained and prepared to 
take advantage of the resources made 
avallable to them. Fortunately, the 
stage had been set at enough centers 
to permit a rapid, but orderly and 
productive expansion. 

We can look back from our vantage 
point of 1976 and say with consid- 
erable pride that we have come a long 
way in 100 years, or even in 20 or 10 or 
5. But, although the view is impressive 
from partway up the mountain, we 
have not yet reached the top. Despite 
all of our achievements, with the 
exception of bacterial infections, tu- 
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mors, and a few inherently self- 
limited conditions, there are few 
diseases we can cure. There is still so 
much more we need to know. Yet, 
despite this obvious statement, there 
are those outside of medicine, and, 
unfortunately some within, who think 
that the pendulum has swung too far. 
We cannot dispute their contention 
that our first priority ought to be 
health care delivery, even though the 
product needs improving. Research, it 
is claimed, ought to be goal-oriented 
and not investigator-initiated. Yet, 
we have seen that our predecessors in 
the 1920s, who never heard of a task 
force and probably would not have 
joined one even if they did exist, used 
their own fertile imaginations in 
areas of their own choosing in an 
attempt to put an end to the doctri- 
naire approach of the past. 

During this bicentennial year, it is 
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natural for us to reflect on the 
accomplishments of our free society. 
But, just as the viability of a democ- 
racy can be insured only by freedom 
of speech, press, and assembly, scien-* 
tific research depends on freedom of 
inquiry. This is what Engman, Scham- 
berg, Ormsby, MacKee, Foerster, and 
Wile were saying in their decade. 
And, by following their example we 
have come to where we are. 

I think that Otto Foerster” summed 
it up well in his 1928 presidential 
address. 


The members of this association may well 
regard with pride the record of achieve- 
ment in dermatology which is their heri- 
tage. From its earliest beginnings the 
stimulating influence of its leadership has 
been manifested throughout the wide field 
of dermatologic activity—in education, in 
research and in practice. Still, the true 
distinction of this association lies less in its 
achievement than in its purposes. 
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Perspectives on Dermatopathology 


R. K. Winkelmann, MD 


ermatology in the United States 

has rested on the foundation of 
clinical observation and microscopic 
correlation. The founders of the 
American Dermatological Association 
and their successors were clinical 
microscopists, and much of the discus- 
sion at the yearly meetings has been 
concerned with dermatopathology. 


From the Department of Dermatology, Mayo 
Medical School, Rochester, Minn. 


The microscope was not a tool of an 
isolated scholar who delivered judg- 
ment from afar, but was part of the 
common experience of the clinic. This 
egalitarian approach to dermatopa- 
thology was codified by the require- 
ment of the American Board of 
Dermatology that all candidates must 
demonstrate proficiency with the mi- 
croscope. For 40 years, all training 
programs have incorporated contin- 
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ued study of the microscopic patterns 
of skin disease into the three years of 
residency and some have included as 
much as one full time year of experi- 
ence in this training. The emphasis on 
pathology of the skin has been a major 
strength of American dermatology 
and has accounted for the many clini- 
copathologic advances and the rapidi- 
ty with which biologic knowledge has 
been incorporated into American clin- 
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ical dermatology. 

The many distinguished members 
of the ADA who demonstrated a 
unique interest in dermatopathology 
provided a reservoir of teachers for 
their contemporaries and residents. 
Fred Weidman, Hamilton Montgom- 
ery, Nelson Paul Anderson, and Mare 
Caro are but a few of the famous men 
who founded the modern dermato- 
pathologic approach to disease. A 
major contribution to the concepts of 
dermatopathology was the gradual 
rejection of “one disease—one micro- 
scopic pattern.” The recognition of the 
richness of the varied microscopic 
responses that could occur from a 
given pathologic mechanism in a 
given host expanded the understand- 
ing of how the microscope could be 
utilized in the clinic. The biopsy spec- 
imen of a patient with mycosis 
fungoides could be interpreted as 
chronic dermatitis, lichenoid dermati- 
tis, typical mycosis fungoides, alope- 
cia mucinosa, lymphocytic reticulosis 
(parapsoriasis), pseudolymphoma, in- 
traepidermal lymphoma, or lympho- 
ma. In addition, mycosis fungoides 
could show eczematous, bullous, pso- 
riasiform, lichenoid, and pseudoepi- 
theliomatous features. The National 
Myeosis Fungoides Program pathol- 
ogy panel has simplified this to: 
dermatitis, dermatitis with features 
of mycosis fungoides, mycosis fun- 
goides, atypical cellular infiltrate, 
and lymphoma. Holdaway and Win- 
kelmann' noted that biopsy specimens 
of patients with Sezary syndrome 
could show dermatitis, dermal lym- 
phocytic reticulosis, dermal reticulosis 
(atypical cellular infiltrate), and lym- 
phoma. Cases of Wegener granuloma- 
tosis may show multiple cutaneous 
microscopic pictures: nonspecific der- 
mal inflammation, necrotizing vascu- 
litis, granulomatous vasculitis, Churg- 
Strauss granuloma, and lymphoma- 
toid granulomatosis.’ The correlation 
of the clinical course with pathologic 
observation has emphasized a unify- 
ing capacity of pathology for clinical 
dermatology. Thus, many clinical syn- 
dromes of inflammatory leg nodules 
have been described based on micro- 
scopie differences. These differences 
are frequently only the reflection of 
host response variations and may not 
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define a unique pathologic process by 
themselves. There is a continual evolu- 
tion of "splitters" into "lumpers" as 
each generation learns the basic 
lesson of cutaneous pathology: each 
pathologie process may express itself 
uniquely in a given host. 

The following are some of the new 
diseases and new tumors described in 
recent years that indicate the contin- 
ued opportunities in pathology.’ 


Juvenile melanoma 

Becker nevus 

Melanotic progonoma 
Desmoplastic melanoma 
Keratoacanthoma 

Clear cell acanthoma 

Oral florid papillomatosis 
Eccrine epithelioma 
Poroma—dermal duct tumor 
Acrotrichoma 

Proliferating pilar cyst 
Trichofolliculoma 

Eruptive histiocytoma 
Atypical fibroxanthoma 
Pseudosarcomatous fasciitis 
Fibrous hamartoma 
Epithelioid sarcoma 
Lipoblastosis 

Inflammatory angioendothelioma 
Angioendotheliosis proliferans 


Some entities described are “formes 
de passages” of common pathologic 
processes. Examples are Sweet syn- 
drome, with the pathologic features of 
toxic or mixed vasculitis uniting the 
qualities of erythema multiforme and 
necrotizing vasculitis, or actinic retic- 
uloid, which has a neurodermatitis or 
exfoliative dermatitis picture with an 
atypical cellular infiltrate. Some new 
diseases represent a confusing micro- 
scopic variation with a common clin- 
ical presentation, such as acute gut- 
tate parapsoriasis and its histologic 
variant of lymphomatoid papulosis. It 
seems comfortably accepted that gut- 
tate parapsoriasis is a delayed hyper- 
sensitivity vasculitis of T lympho- 
cytes, and therefore, the atypical T 
cells or “blastic” T cells of lymphoma- 
toid papulosis represent an expected 
pathologic variation. Some authors 
have extended this analogy to mycosis 
fungoides and Sezary syndrome, 
which are T cell proliferations, though 
not proved to be vasculitis.’ 

Many newly described diseases may 
represent variants of known pheno- 
typic disease expression. Papular 







acantholytic disease or‘transi¢ 
tholysis can be considered as an adult, ' 
focal expression of a gene akin to that 
of Hailey-Hailey or Darier disease. 
Many known phenotypes are dividing 
into different biochemically defined 
diseases. Xanthoma .tuberosum may 
be a cholesterol or a sitostérol disease.* 
Another excellent example is Ehlers- 
Danlos syndrome (Table 1). Here a : 
common clinical feature of cutaneous 
laxness and a microscopic pathologie 
picture that is largely nonspecifie 
have been found to contain at least 
seven biochemical syndromes." Xero- 
derma pigmentosa appears to have at 
least nine separate biochemical and 
immunologic distinct subtypes.’ Ich- 
thyosis occurs in two lipid biochemical 
defects, and also in atopy, in which 
Rajka has found a lipid deficiency.’ 
Ichthyosis may also be produced by 
lipid-related drugs—triparanol and 
nicotinate. Other lipid-related ich- 
thyosis disorders include Refsum syn- 
drome, neutral lipid storage disease, 
and atopy. In Refsum syndrome, the 
clinical and microscopic examinations 
do not distinguish the special qualities 
of the disease. Special features are 
not discerned in histochemistry, but 
in electron microscopy, Anton-Lam- 
precht and Schnyder" have described 
the accumulations of liposomes in 
epidermal cells. Biochemistry reveals 
that phytanic acid is stored in these 
liposomes, and it is the deficiency of 
a-oxidase that causes the inability to 
metabolize dietary phytate and per- 
mits its accumulation. The ichthyosis 
is postulated to occur because phytate 
binds cholesterol so cellular mem- 
branes do not form normally. Molec- 
ular pathology is therefore a major 
evolution of biochemical pathology, 
and extends the understanding of 
disease to a new level of molecular, not 
microscopic, resolution. 
Histochemistry has provided 
limited diagnostic procedures for pa- 
thology. The presence of tyrosinase- 
dopa oxidase in melanoma, phosphory- 
lase in eccrine tumors, lysosomal 
enzymes in histiocytic diseases, and 
cholinesterase in dermal nevus and in 
neurofibromas represent a few rela- 
tively specific uses for histochemical 
procedures. Accumulation of glyco- 
gen, lipid, iron, calcium, and acid 
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.. mucopolysaccharides may represent 
-the less specific expressions of pathol- 
ogy. Electron microscopy will demon- 
strate cellular features that charac- 
^. terize cell types. This method has been 
.. used to identify amelanotic malignant 
.. melanoma from the melanosome and 
_» histiocytosis X from the Laugerhans 
granule. Quantitative electron micros- 
— - copy is not a resonable expectation in 
“pathology, but general qualitative 
studies of ichthyosis have demon- 
strated ultrastructural differences not 
..present in light or histochemical 
 .mieroseopy.'^'" Freeze-fracture stud- 
‘jes may reveal special insights in 
membrane pathology, and x-ray spec- 
trographic analysis of individual cells 
<: is sure to be a productive method for 
iU pathology. Specialized microscopy in- 
. eludes phase, polarized, and fluores- 
cence microscopy for recognition of 
c foreign and pathologie materials in 
c. the skin. 
=>. "The increase in knowledge of biolo- 
£y of skin has provided a basic under- 
—. standing of many facets of inflamma- 
— tory, developmental, and tumor pa- 
^ thology. The totipotentiality of the 
. ; epidermal cell of various species is 
. -reflected in its capacity to form hair, 
a nails, glands, mucus, cornea, and 
—. scales." Embryonic epithelial cells 
: form villous processes and probably 
. possess active transport; so it is 
natural when mature epithelial cells or 
tumor cells are found to have cilia." 
We also recognize the totipotentiality 
of the dermal fibroblast. It is a cell 
that produces collagen, elastin, and 
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Table 1.—Ehlers-Danlos Syndromes 





| Genetic 
E. Features Features 
Gravis Severe Autosomal 


dominant 
Autosomal 
dominant 
Autosomal 
dominant 


Autosomal 
dominant 












recessive 
Autosomai 

recessive 
Autosomal 
recessive 











Defect 
Unknown 












Unknown 








Subject 
Mouse 


Unknown 











i Allogeneic 
Defect in 
synthesis of Lymphocytes 
collagen IH Spontaneous 












(NZB) 










Lysyloxidase Man 





Procollagen 
lysyl hydroxylase 
Procollagen 
peptidase 







polysaccharides. The pathologie fibro- 
blast produces amyloid, colloid, lipid 
proteinosis, elastosis, and elastofibro- 
sis. Abnormal collagen is produced in 
scleroderma, Ehlers-Danlos syndrome, 
and progeria from fibroblasts that 
grow slowly and show cellular defects. 
Myosin has been demonstrated in 
fibroblastic cells and even in some 
epithelial cells.“ Sehwann cells may 
produce collagen. The possession of 
common potentialities indicates that 
only the basic embryologie cell types 
(ectoderm and mesoderm) are needed 
to explain most variations in inflam- 
matory and proliferative responses. 
The basic interaction of epidermis 
and dermis is observed in embryologic 
development and is reexpressed in 
pathologic features in response to 
injury. The growing epidermis of 
injury will segregate inflammatory, 
degenerative, or neoplastic dermal 
pathologic features and carry this 
mass to the surface in an epithelial 
“eyst” and permit it to perforate to 
the surface.'* Such transepidermal 
migration is typieal of pyogenic gran- 
uloma, nevi, connective tissue degen- 
eration, and granulomas. Epithelial 
growth occurs because of the biologie 
pressure that occurs because of mito- 
sis in the epidermis. Mitosis in epithe- 
lial cells can be altered by histamine 
and isoproterenol.'’ Other mediators, 
sueh as prostaglandins, may influence 
keratinization. Peptides such as epi- 
dermal growth factor may be related 
to epithelial diseases such as general- 
ized keratoacanthomas. A pituitary 
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Table 2.—Immunobiastic Prelymphoma 





Inflammation Lymphoid 





inflammation Lymphoid 





Vasculitis Lymphomatoid Lymphoma 
granulomatosis 
Parapsoria- Mycosis Lymphoma 
sis fungoides 
Dermatitis Sezary Lymphoma 
syndrome 


insect bite 









Stage 1 Stage 2 Stage 3 








Lymphoma 






hyperplasia 







Lymphoma 
hyperplasia 












Lymphocytoma Lymphoma 








factor has been suggested as the cause 
of dermal and epithelial proliferation 
in acanthosis nigricans." Nerve 
growth factor might be related to the 
mucosal neuromas of Sipple syndrome 
or to the nerve proliferation of 
prurigo nodularis. The angiogenie fac- 
tor produced by lymphocytes may be 
the source of generalized Kaposi 
sarcoma, and is surely the factor of 
significance in angiolymphoid hyper- 
plasia. The recent correlation of seba- 
cous adenoma with colon cancer im- 
plies a sebotropie factor." Radioim- 
munoassay for growth factors and 
inflammatory mediators such as pros- 
taglandin and serotonin, which in- 
fluence morphogenesis, may demon- 
strate dermatologie diseases due to 
local and systemic production of such 
factors. 

The basic principle of an inviolate 
epidermis and a separate dermal 
compartment on which it rests has 
been found to be an oversimplifica- 
tion. All dermal cells may be found in 
the epidermis, particularly in the 
gingiva, where WBCs mast eells, and 
even fibroblasts are to be found in the 
intercellular spaces." Pathologie pro- 
cesses open up the epidermis to the 
dermal cells or may be caused by the 
attack of dermal or blood cells on the 
epidermis. The basie nature of ecze- 
ma, erythema multiforme, parapsoria- 
sis, and pityriasis rosea is the invasion 
of the epidermis and its alteration by 
lymphocytes. The oceurrence of mast 
cells and basophils in the epidermis 
has been noted in piebaldism, alopecia 
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mucinosa, IgE dermatitis, prurigo 
nodularis, and vegetative diseases 
such as pemphigus vegetans and 
tuberculosis verrucosis cutis.” Epider- 
‘mal eosinophils are found in pemphi- 
gus vulgaris and vegetans, inconti- 
nentia pigmenti, and toxie infantile 
erythema. Macrophages were found in 
the epidermis of psoriasis." Landry 
and Winkelmann^' noted increase in 
WBCs in the epidermis of clear cell 
acanthoma and also an increase in 
Langerhans cells containing fat. The 
epidermal Langerhans cells do not 
take up particulate matter but do take 
up dopa^ and organie chemicals and 
metal ions selectively. Shelley and 
Jublin^? have proposed a reticuloepi- 
thelial system from these observa- 
tions. 

In addition to traditional fields of 
dermal pathology, such as micropa- 
thology macropathology, and histo- 
chemical and ultrastructural pathol- 
ogy, studies of "normal" pathology 
and pathology of normal skin are now 
important. Goldschmidt et al" ob- 
served an increase in trichostasis spin- 
ulosa with age. Such a change is only 
quantitatively within the field of 
pathology, and therefore is similar to 
Fordyee sebaceous change of mucous 
membranes. Dermal biopsy specimens 
from the back cannot be distinguished 
from connective tissue nevus, and 
epithelial hypertrophy of extensor 
surfaces is similar to epithelial nevus. 
Elastofibroma dorsi and granular cell 
tumors are examples of degenerative 
changes of tissue that may become 
tumor masses. Granular cells are 
found in plexiform neuromas, and I 
have observed the same change in 
ultrastructural studies of the cells in 
nerve endings. The lipid granules are 
accumulations of lysosomal-myelin 
bodies in the cytoplasm of the 
Schwann cell. 

Clinically normal skin may contain 
significant or diagnostic features. 
Invisible lichen planus and mycosis 
fungoides are classical stages of these 
diseases. Inflammation may be subcu- 
taneous or localized to a deep struc- 
ture, as the hair follicle in alopecia 
areata. Biopsy specimens of normal 
skin may show specific features in an 
ever-lengthening list of diseases, as 
follows. 
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Lichen planus 

Mycosis fungoides 
Psoriasis 

Lupus erythematosus 
Necrotizing vasculitis 
Dermatitis herpetiformis 
Familial pemphigus 
Diabetes 

Erythropoietic protoporphyria 
Lipoid proteinosis 

Ceroid lipofuchsinosis 

À most recent advance is the use of 
direct immunofluorescenee for the 
study of normal skin of patients with 
lupus erythematosus. Systemic lupus 
erythematosus shows a lumpy deposi- 
tion of immunoglobulins and comple- 
ment at the dermoepidermal junction. 
The normal skin is negative in discoid 
lupus, disseminated discoid lupus, and 
lupus profundus. In rare cases of 
disseminate discoid lupus erythema- 
tosus and drug-induced lupus erythe- 
matosus, transitory positive immuno- 
fluorescent findings correlate with a 
benign prognosis. It is possible to 
follow the results of treatment of 
lupus erythematosus by following the 
presence of immunoglobulin deposits. 
It is possible to biopsy the normal skin 
of patients with dermatitis herpeti- 
formis to find the characteristic of 
IgA deposits. Modern dermal pathol- 
ogy must be correlated with immuno- 
pathology of lesional and normal 
skin. 

Psychopathology of the skin in- 
volves tissue destruction in bizarre 
patterns. Recognition of these micro- 
scopic patterns permits the only tissue 
diagnosis that may be made for men- 
tal disease. Trichotillomania may be 
diagnosed with confidence in some 
eases of noninflammatory alopecia. 
The hair loss includes rhexis of the 
inner root sheath, multiple catagen 
hairs, trichomalacia forming angular 
hair casts with pigment, an increase 
in club hairs, and plugging of the 
dilated ostia with soft keratin. Meh- 
regan^' and Muller and Winkelmann” 
have demonstrated how consistently 
the pathologic features correlate with 
the emotional state. 

Factitial panniculitis may be ia- 
trogenic, as in the pentazocine inflam- 
matory sclerosis from  physician- 
prescribed injections. However, as 
recently reviewed by Forstrom and 
Winkelmann,” injections of foreign 





material such as milk, feces, 
other foreign substances may 
indieation of malingering, Munchaus- - 
en syndrome, or mental illness. Casés. 
diagnosed as Weber-Christian disease 
have been discovered to be factitialin . 
origin. The focal nature of the panni- 
culitis, the presence of hemorrhage, - 
the demonstration of foreign material 
by polarizing or fluorescence micros- 
copy, and the presence of caleium. a 
features to be considered. d 

Hemorrhage is also an additio 
characteristic clinical feature of fa 
tial purpura. This syndrome i 
mistaken for Gardner-Diamond 
drome, an immunological, infla 
tory response to RBC stroma. Several — 
studies emphasize the psychiatric ^ : 
problems of patients with the Gard- 
ner-Diamond syndrome, but these are... 
undoubtedly cases of factitial pürpu- — 
ra. Microscopically, massive hemor- 
rhage is observed with minimal asso- . 
ciated pathologie change. The patho- 
logic features match the clinical. 
appearance of ecchymosis and bruis- 
ing. Such syndromes of cutaneous — 
injury must be recognized by clinical; 
psychiatric, and pathologic examina- 
tion. 

Dermatopatholog y labofitorici 
must have a broad intellectual and 
technical base. Examination of the. 
skin by microscopic methods, cytologie 
and skin window preparation, special 
fixation, snap freezing of tissue for 
chemical and immunologic study, and - 
in vivo study of tissue must be avail- 
able. Cryostat or frozen sections 
provide rapid diagnosis and an oppor- 
tunity to decide on special studies of 
tissue. A histochemical facility is. 
necessary for tissue, cells, and cell: - 
cultures. The facilities for study of . 
organ or isolated cell cultures can — 
offer the opportunity to determine = 
the pathogenesis or diagnosis of a. . 
disease state. Special fixation for elece- . 
tron microscopy and for electron © 
histochemistry are required for some ` 
inflammatory or neoplastic condi- _ 
tions. Special microscopy must include 
dark-field, polarizing, and ultraviolet 
microscopes. All granulomas must be |. 
polarized. The use of acridine orange __ 
stain for polysaccharide or other fluo- - 
rescent stains for amyloid or colloid, ` 
and the study of unstained tissue for 
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at ore&cence of elastic tissue 
Y ipofuehsins, are examples of fluo- 
|." resceñt phenomena in skin pathol- 
ogy. | 
. Model systems for many genetic 
¿and acquired diseases are available as 
-Ehlers-Danlos and acanthosis nigri- 
ans. It. is possible to create the condi- 
ions of prelymphoma in the skin of 
- "both man and mouse. Whether the 
~~ lymphoma is caused by immunologic, 
^ carcinogenic, or viral agents can now 
— be studied, for the early stages can be 
. .ereated (Table 2). The skin can be 
+: studied in organ culture, but it also 
has been separated into its component 
parts. The epidermal cells, melano- 
-eytes, Langerhans cells, dermal fibro- 
blasts, mast cells, vascular smooth 
muscle and endothelium, nerve, hair, 
sebaceous cells, eccrine sweat coil, and 
at cell may all be maintained as 
isolated systems. When the isolated 
-- -hair is studied morphologically, it can 
_ suggest anagen or telogen effluvium. 
= The hair can be analyzed for arsenic, 
coc Jead, or thallium. Menke disease is 
characterized by an absence of copper 
in the hair." Plucked hair can be 
analyzed for phosphoribosyl transfer- 
ase activity to confirm the diagnosis 
5:5 0f Lesch-Nyhan syndrome.” Isolated 
. v plucked hair may be used to study 
=- enzyme mosaicism for individual hairs 
-.. appear to contain a single cell clone, as 
<> inarecent demonstration of glucose-6 
«^: phosphate dehydrogenase.” Hairs can 
also be used for X-chromosome deter- 
mination.” It will be possible to create 
. multiple systems of inflammation and 
^ pathologie features. Isolated lympho- 
-cytes can be added to specific tissue 
"target cells such as hair follicles for 
-alopecia areata, or epidermal cells for 
“contact dermatitis. 
. The vigor of dermatopathology is 
attested to by the interest in the 
progressively larger meetings of the 
American Society of Dermatopathol- 
-ogy. The new Journal of Cutaneous 
Pathology fills a definite need for 
¿publishing structural studies. New 
-editions of three fine textbooks this 
year fulfill the teaching needs. The 
. institution of the certificate of special 
. competence in dermatopathology for- 
malized the importance of pathology 
in the field of dermatology and set a 
new level of formal possibilities for 



























the student of dermatology. Training 


programs in dermatolopathology are. 


being instituted to provide special 
opportunities for study. The relation 
of the fields of dermatology and 
pathology has been accepted by the 
councils of organized medicine and 
publie health. Dermatology has the 
primal place in this association be- 
cause of the long history of scholar- 
ship in the field. The success of the 
teaching through the years in derma- 
topathology is attested by the many 
dermatologists who successfully were 
examined for the certificate of special 
competence in dermatopathology. All 
of these events show an active disci- 
pline, with many teachers and stu- 
dents occupied in the use and study of 
pathology of the skin. The application 
of biochemistry, pharmacology, and 
immunology to pathology may appear 
to ereate separate fields of study. This 
must not happen; and those with 
special knowledge and technology 
must share this expertise with those 
in the clinic, as has been so success- 
fully done with classical pathology. 
With a spirit of technical cooperation, 
the clinical, classical pathological, and 
new basic sciences pathology should 
continue to grow together for another 
exciting 100 years. 
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An Appraisal of Curre 


Systemic Chemotherapy for Psori 


Eugene M. Farber, MD; Dale Pearlman, MD; Elizabeth A. Abe 


“hemotherapeutic agents and phar- 

. macologic principles developed 
for cancer therapy have assumed 
importance in the treatment of 
severe, extensive psoriasis where topi- 
cal therapy is no longer effective or 
feasible. One must, however, contin- 
ually weigh the risk of side effects 
against possible benefit in the use of 
these toxic agents. Recent advances, 
as well as compilation of previously 
reported clinical trials of methotrex- 
ate, azaribine, methoxsalen with ul- 
travioiet light, myeophenolic acid, and 
hydroxyurea are reported and dis- 
cussed. The future of systemic chemo- 
therapy for psoriasis lies in the use of 
randomized double-blind controlled 
trials to evaluate new agents, the 
development of new dosage schedules 
designed to maximize therapeutic 


Index, including possible combination 
Ly Seen: and the utilization of 
E aiie programmed local tissue lev- 
a els of effective agents. 


routes of administration to 


'Since the time of Paul Ehrlich, the 


PNE who coined the term “chem- 
 otherapy" 


and developed the first 
alkylating agent, ethylenimine, great 
strides have been made in cancer 
chemotherapy. Hundreds of cytotoxic 
agents have been evaluated and many 
have assumed clinical importance’ 
(Table 1)? Some remarkable cures 
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with drugs alone have taken place 
with neoplastic diseases such as chor- 
iocarcinoma and Burkitt lymphoma. 
Palliation with drugs has prolonged 
life for many who cannot be cured. 

Because most of the antineoplastic 
agents have immunosuppressive and 
anti-inflammatory properties, they 
have been used to treat a number of 
nonmalignant diseases such as psoria- 
sis and collagen vascular and bullous 
diseases, in which immune reactions, 
cellular proliferation, or chronic in- 
flammation play a role. Arsenic was 
first used in the treatment of cancer 
in 1877 and as Fowler’s solution in the 
treatment of psoriasis by Sir Jona- 
than Hutchinson in 1895. Although 
effective, it caused arsenical keratoses 
and squamous cell carcinoma of the 
skin, larynx, bladder, and liver. Since 
then, the application of chemotherapy 
to psoriasis has emerged from its 
infancy. While the same agents are 
being used for cancer and psoriasis 
therapy, substantial differences be- 
tween these diseases lead to different 
therapeutic goals (Table 2) It is 
worthwhile to review the classifica- 
tion, chemistry, pharmacology, and 
clinical use of many new agents now 
being used in psoriasis. 


CLASSIFICATION OF AGENTS 


Cytotoxic agents are divided into 
five major classes: the alkylating 
agents, the antimetabolites, natural 
cytotoxic products, miscellaneous 
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agents, and the hormones (Fig 1 an 
for the classifieation of these agents 
and their mechanisms of action)... 
The alkylating agents were deve- 
oped following World War I, when it 
was noted that mustard gas poisoning | z 
led to leukopenia, marrow and lymph 
node aplasia, and gastrointestinal | 
tract ulceration.’ Most of these agents 
are modifications of nitrogen. mus-. 
tard. The term “alkylating” comes |. 
from the word “alkane,” which refers 
to hydrocarbon chains. These alkylat- A 
ing agents are highly reactive with- 
protein, RNA, and DNA, and affect- 
other molecules by substituting alkyl |. 
radicals in place of hydrogen atoms.: 
Most alkylating agents are thought to 
work by causing abnormal base pair- 
ing and cross-linkage between com-  . 
plementary DNA strands. Authors (s 
differ as to whether cell death results. 
simply from subsequent prevention 0 
DNA replieation or whether fanh 
DNA repair leads to lethally -i 
perfect DNA. zT 
Two subclasses of alkylating agent 
have been used topically in psoria 
therapy-nitrogen mustard and th 
nitrosoureas. In the nitrogen mustard: 
subelass, topical application of me- 
chlorethamine in concentrations from ui 
0.0125% to 0.05% is usually effective in © - 
resolving psoriatic plaques, though | - 
limited by the high rate of contact > 
sensitivity, which develops at arate of ^. 
50% to 80%.’ Some authors believe that —- 
the therapeutic improvement does not ^ - 
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4 e Table 1.—-Chronologic Development of Chemotherapeutic Agents* 
"Apr. | 
mate Date 





Diseases Treated 
Leukemias, various malignancies 


Agent 
Potassium arsenite 













1893 Coley's toxins Various malignancies 
1941-1945 Estrogens Carcinoma of prostate and breast 
, Androgens Advanced carcinoma of breast 
ze Nitrogen mustard Lymphomas, solid tumors 
1948-1950 Adrenocorticosteroids Leukemias, lymphomas, multiple myeloma 





Acute leukemia 
Acute leukemia, choriocarcinoma 
Chronic myelocytic leukemia 


Wilms tumor, testicular tumors, 
choriocarcinoma, neuroblastoma 


Carcinoma of gastrointestinal tract, advanced 
carcinoma of breast 


Endometrial carcinoma 


Lymphomas, reticuloendothelial malignancies 
of childhood, acute lymphoblastic leukemia, 
choriocarcinoma 


Acute leukemia 

Adrenal carcinoma 
Acute leukemía, neuroblastoma 
Acute lymphoplastic leukemia 


Mercaptopurine 
Antifolates 
Busulfan 
Dactinomycin 





















Fluorouracil 








^. T771960-1964 Progestins 


Vinca alkaloids 







Cytarabine 
Mitotane 
Daunorubicin 
Asparaginase 























|. 1964-1968 








Te . 1968-1974 Nitrosoureas Lymphomas, brain tumors, solid tumors: 
2 Procarbazine Lymphomas 
Bleomycin Lymphomas, head and neck cancer 







*Modified from Cline and Haskell.’ 


Table 2.—Differences Between Psoriasis and Cancer _ 


DI Cancer Psoriasis 
1. Characteristic cancer cell 1. No "psoriasis" cell, an abnormal 
population of cells 
2. Environmental factors significant 


3. Elimination of involved areas will not 
prevent future involvement of other 
areas 


4. Goal is control 


5. Rarely fatal, therefore less toxicity 
acceptable 


6. Spontaneous remissions in one third of 
cases 


7. No experimental model-—cannot culture 


use at the present time." 

The antimetabolites act by inter- 
fering with DNA synthesis by inhibit- 
ing an essential metabolite. There are 
three subclasses: (1) the folie acid 
antagonists, such as aminopterin and 
methotrexate, which block dihydrofol- 
ate reductase and subsequently inter- 
fere with DNA production; (2) the 
pyrimidine analogs, such as fluoro- 
uracil and azaribine, which interfere 
with enzymes crucial for pyrimidine 
synthesis and subsequently block 
DNA synthesis; and (3) the purine 
analogs, such as azathioprine and thio- 
guanine, which block purine ring 
biosynthesis and hence prevent RNA 





2. Environmental factors of variable | 


^ie l£: 


significance 


3. Spreads directly or by metastases, elimina- 
tion of all involved cells may cure patient 


_4, Goal is cure or palliation | 


5. Often fatal, therefore more toxicity tol- 
erable in attempt to cure 


Mm. 6. Spontaneous remissions rare 
^55 d 7. Both animal and tissue culture models 


require development of this contact 
sensitivity. Methods for inducing 
. tolerance to nitrogen mustard by the 
|. mucosal route have been unsuecess- 
© ful” For therapy of mycosis fun- 
. goides, successful intravenous and 
 eutaneous techniques for the develop- 
ment of immunologic tolerance to 
~ nitrogen mustard therapy have been 
. reported.'^ However, these techniques 
^ have not yet been successfully applied 
© to the use of this drug in psoriasis. 
Among alkylating agents in the 
nitrosourea subclass, topical lomustine 

is quite effective for psoriatic plaques. 
However, severe irritant dermatitis 
and bone marrow suppression limit its 
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and DNA synthesis. —— 









The natural cytotoxic agents are 
produced by plants, bacteria, and 
fungi, and act by a variety of mech- 
anisms. The vinca alkaloids, including 
vincristine and vinblastine, are found 
in the periwinkle plant and are 
thought to act by binding to cellular 
microtubules during mitosis, thereby 
disrupting it. Methoxsalen, a furocou- . 
marin obtained from the Ammi majus © 
plant, is activated by long wavelength ` 
ultraviolet light to form crosslinks 
with DNA. The antibiotice cytotoxic 
agents were all initially found in 
fungi and have different mechanisms 
of action. Mycophenolie acid from 
Penicillium stoloniferum interferes 
with purine biosynthesis. | 

Hydroxyurea is one of the miscella- 
neous cytotoxie agents, acting to 
prevent the conversion of ribonucleo- 
tides to deoxyribonucleotides through 
enzymatie inhibition. 

The hormone class of cytotoxic 
agents is typified by the adrenocorti- 
costeroids, which have an antimitotic 
action.'^ Both topical and systemic use 
of these agents will initially improve 
almost all cases of plaque-type psoria- 
sis. Systemic steroid therapy has 
caused a great increase in morbidity 
in psoriasis, such as osteoporosis, 
aggravation of diabetes, psychosis, 
increased vulnerability to infection, 
and slowed wound healing. Also, when 
therapy is withdrawn, there is the risk 
of psoriatic rebound and progression 
to generalized pustular psoriasis or 
erythroderma. There are also hazards 
from prolonged widespread use of 
topical steroids, especially under oc- 
clusion. - 


CELLULAR KINETICS 


An understanding of cell cycle ki- 
neties is essential to proper use of 
cytotoxic agents. Many of these 
agents are cell cycle-specific and thus 
act only on dividing cells. Other 
agents are cell cycle-nonspecific and 
act on both dividing and resting cells 
(Table 3). The ideal cytotoxic drug 
would inhibit exclusively an essential 
metabolie pathway found only in the 
aberrant cell In clinical practice 
today, however, there are no such 
ideal agents. Instead, current therapy 
is based on exploiting quantitative 
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Fig 1.—Classification of selected chemotherapeutic agents used in psoriasis (1976). 
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fe a _ Methotrexate ^ 
<< Mercaptopurine 
Azathioprine 


aa eae a 


Cytarabine 


2 Bleomycin | —— ——— 





(o. Asparaginase — — —» 


. differences in growth rates between 

-abnormal and normal cell populations 
, of the body. 

~~ .. Gell population growth rates are 

determined by two factors. The first 

factor is the "population growth frac- 

-> tion,” which refers to the percentage 

Of the cell population actively engaged 

in replication at any one time. Cells 

. ;not engaged in replication are in G,, or 

o. resting phase. Replication itself is 

traditionally subdivided into four 

phases: G-1 phase (pre-DNA synthe- 

sis), the S-phase (DNA synthesis), the 

G-2 phase (post-DNA synthésis), and 

-— the M-phase (actual mitosis into 

_ daughter cells). The second factor in 









cellular growth is the “cell eycle time,” : 


=o or "generation time,” which refers to 
the amount of time for replicating 
.. eells to go once through all phases. 
. . When all of the cells in a given 
^. population are exposed to a lethal dose 
.. of a cell cyele-specific agent for 
-greater than one cell cycle, all of the 
-dividing cells are killed; however, cells 
-in the G, phase are spared. Thus, 
populations with high growth frac- 
ions are strongly affected, while 
hose with low growth factors are less 
affected. The growth fraction of 
“psoriatic epithelium has not yet been 
determined exactly; however, some 
. investigators suspect it is quite high." 
Psoriatie epithelium has the most 
rapid cell cycle time of all the cell 
populations in the body except for the 
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Fig 2.—Mechanism of action of selected cytotoxic agents. 


hair matrix cells.'? Thus, it is theoreti- 
cally possible to treat the patient for 
one psoriatic cell cycle and affect 
almost all the psoriatic epithelial cells 
without suppressing the more seden- 
tary gastrointestinal tract and bone 
marrow cells. 

In recent years, there has been a 
changing trend in eancer chemothera- 
py from the initial low-dose daily 
schedules. For most cytotoxie agents 
used in oncology today, there is both a 
superior therapeutic response and 
therapeutic index when they are used 
in a high-dose intermittent schedule 
based on cell kinetics. Intermittent 
schedules reduce both bone marrow 
and gastrointestinal tract toxicity and 
are thought to be less immunosup- 
pressive, thereby reducing the risk of 
infection in the treated patient." 
Similarly, in chemotherapy of psoria- 
sis with methotrexate, there has been 
a movement in the direction from 


daily to weekly intermittent sched- 


ules. 


SYSTEMIC CHEMOTHERAPEUTIC 
AGENTS 


Recent advances and the current 
status of methotrexate, azaribine, 
psoralen photochemotherapy, myco- 
phenolic acid, and hydroxyurea are of 
great interest to the psoriatic thera- 
pist. Excellent discussions of the 
background pharmacology and phar- 
macotherapeutics are available. "tt 


Arch Dermatol—Vol 112, Nov 29, 1976 


'3.—Cell Cycle Specificity of 
. Agents 
Cell Cycle-Specific Agents 
Antimetabolites (methotrexate, : 
azaribine, fluorouracil) * 


Vinca alkaloids (vincristine, 
vinblastine) 







Antibiotics (mycophenolic acid) 


Hydroxyurea 
Cell Cycle-Nonspecific Agents 


Alkylating agents (nitrogen 
. mustard, nitrosoureas) 






Adrenocorticosteroids 


Compilation of previous clinical trials 
has not been previously reported. 

From 1963 to 1976, more than 28 
clinical trials of these agents were 
reported." We have defined good- 
to-excellent response as 50% improve- 
ment in the involved surface area, 
since the criteria used to judge 
response varied in different studies. 
Leukopenia is defined as a WBC count 
less than 4,000/eu mm. Anemia is 
defined as less than 10 gm of hemo- 
globin, or clinically significant symp- 
toms due to anemia. Thrombocyto- 
penia has been defined as less than 
140,000 platelets per cubic millimeter, 
Patients with toxic side effects were 
usually handled by temporarily dis- 
continuing therapy or lowering the 
dose. When a side effect was severe or 
unremitting, therapy was discontin- 
ued. 

In interpreting available data on 
the clinical efficacy of these agents, 
we are limited to observing trends in 
therapeutic responses and toxicity. 
We are unable to draw statistically 
valid comparisons between studies as 
to relative efficacy of different drugs, 
routes, and schedules, as patients in 
most studies were not matehed for 
type or extent of psoriasis or for 
presence of other diseases that might 
affect toxicity and therapeutic re- 
sponse. Furthermore, the patients 
were not randomized into the various 
treatment regimens. 


METHOTREXATE 


While methotrexate's mechanism of 
action is well known, the site of this 
action is unclear. This folic acid antag- 
onist binds the enzyme dihydrofolate 
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edness. T the formation 
of required coenzymes in purine 
synthesis, thus blocking DNA synthe- 
sis. These coenzymes are also required 
fer serine and methionine biosynthe- 


sis. Thus, methotrexate has both cell 
eycle-specifie and cell cycle-nonspe- 
eific effects. However, in general clin- 
ieal use, the drug is considered to be 
essentially cell cycle-specific." While 
one investigator showed that intrale- 
sional methotrexate will stop mitosis 
for up to 12 hours," it is unclear why 
such therapy carried on daily for a 
two- to three-week period produced 
4. ¢linical improvement in the lesions of 
“only 1 of 18 patients so treated." 
<. Methotrexate may act at some point 
- other than skin; however, there is no 
- evidence for this at the present time. 
Methotrexate is largely excreted 
unchanged by the kidney, through 
. glomerular filtration and tubular se- 
retion. In the presence of decreased 
il function, the patient can develop 
^ substantial increases in the metho- 
trexate plasma level and half-life, 
leading to increased toxicity. In addi- 
tion, extreme caution must be used 
when giving methotrexate to patients 
receiving concomitant therapy that 
competes for renal excretion with 
methotrexate, such as organic acids. 
Thus, patients taking 5 to 15 mg of 
methotrexate daily, when receiving 
enough aspirin to produce therapeutic 
blood levels for arthritis, showed an 
average 35% fall in the renal clearance 
. of methotrexate and a 50% rise in the 
f non-protein-bound serum methotrex- 
p ate levels. Similar changes were 
k. observed in a group of patients 
receiving sulfisoxazole for urinary 
.. tract infections. It has been sug- 
(. gested that sulfonamides raise serum 
. methotrexate levels by displacing 
methotrexate from serum proteins. 
Caution must likewise be exercised 
when prescribing probenecid. In mon- 
keys, it has been shown that a thera- 
peutie dose of probenecid completely 
bloeks the tubular secretion of metho- 
trexate and lowers renal excretion by 
. 60%. This causes at least a doubling of 
the serum methotrexate levels and 
greatly prolongs elevated serum lev- 
— els." The risks of concurrent therapy 
are of more than theoretical interest. 
"wo of the reported deaths with 
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methotrexate occurred in patients 
receiving high-dose aspirin therapy. 
One case of severe but nonfatal adult 
toxie epidermal necrolysis occurred in 
a patient receiving 300 mg of aspirin a 
day S36 as 

While the kineties of serum levels 
have been measured for different 
routes of administration," efforts so 
far to correlate serum levels of metho- 
trexate with therapeutic response 
have been unsuecessful.'* On the other 
hand, from the oncologic literature, it 
has become clear that serum levels 
greater than 10^ molar for over 48 
hours are definitely associated with 
marrow and gastrointestinal epithe- 
lial toxicity. In patients with such 
dangerous prolongation of elevated 
serum methotrexate levels, leucovorin 
calcium (citrovorum factor) rescue 
may be helpful. This antidote circum- 
vents the blocked enzyme and pro- 
vides the cells with the needed meta- 
bolites.* 

While methotrexate has been 
thought to clearly inerease the risk 
of hepatotoxicity in psoriatic pa- 
tients, ^^" this view has recently been 
challenged.^'* 

There is one study that suggests 
that psoriatie patients, before metho- 
trexate therapy, may have more liver 
abnormalities than a control popula- 
tion.’ An ongoing multicenter pro- 
spective study involving sequential 
liver biopsies with monitoring of such 
factors as aleohol consumption, obes- 
ity, and diabetes should offer defini- 
tive information. Two studies suggest 
that intermittent methotrexate thera- 
py minimizes hepatotoxicity when 
compared with daily doses..." Until a 
definitive answer is available, it would 
appear wise to use intermittent 
methotrexate therapy and to mini- 
mize known hepatotoxic factors. 

The teratogenic effects of metho- 
trexate are of concern. Folic acid an- 
tagonists have been used to induce 
therapeutic abortions. The incidence 
of macroscopic congenital deformities 
in fetuses has been reported as high as 
30% when the mother received metho- 
trexate during the first trimester." 
There are no reported cases of metho- 
trexate-treated men fathering con- 
genitally deformed children. Women 
treated with oncologic doses of metho- 
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trexate for choriocareinoma 
lowing discontinuation of up 
later given birth to normal chil - 
dren.” UN 
Methotrexate is known to p a 
potent immunosuppressive agent, in- 
terfering with both cellular - and 
humoral immunity." Ofcongern in the |. 
immunosuppressed patient is the in- 
creased risk and morbidity of baete- 
rial, fungal, and viral infections that 
require close surveillance and possible 
discontinuation of methotrexate. 
case of generalized Kaposi va 
form eruption has been reported 
methotrexate-treated —psoriati 
tient who received a smallpox 1 
tion." E 
Another area of concern is. the 
of developing malignancy wh 
ceiving immunosuppressive th 
While there have been no con 
prospective studies, there is a 
report in the literature that ra 
question." It is known that th: 
immunosuppressive doses of az: 
prine used for renal transpla NE 
tients pose a cancer risk 80 (times — 
greater than that for the general _ 
population.” Certainly in antipsoriat- D 
ic therapy, doses of methotrexate are —— 
much lower than in the renal trans- — : 
plant patients. However, a prosp eetive. D : 
clinical trial is needed to evaluate. this p 
question. Us 
Caution must be used in evhntiug 
Papanicolaou smears in patients re- 
ceiving oncologie doses of methotrex- 
ate. To the unwary observer, vaginal vh 
and cervical cytologic features in |.- 
these individuals may resemble: neo- * 
plasia. The relevance of this finding — 
to the substantially lower doses used D 
in antipsoriatic therapy is not clear at x 
the present time. E 
The effectiveness of methotrexate 
appears established, at least in the 
short term, by the sole placebo- 
controlled trial On daily sched 
ules," the most frequent side effect 
was mouth ulcers (3% to 28% of 
patients). No patients had to discon- x 
tinue daily therapy because of toxi - 
ity. Using weekly parenteral sehed- — 
ules, leukopenia (4% to 44%), gas- 
trointestinal distress and nausea (15% 
to 64%), and skin flares while receiv- 
ing therapy (4% to 11%) were frequent - 
side effects. Eleven percent of the — 
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-. . he established by 
~~ eontrolled studies," it is difficult to 
—. explain why another study showed no 
therapeutic value in plaque-type pso- 
—' rasis." Overall therapeutic response 





i i ts had;to discontinue treatment 


m & : sah ely. On single weekly oral 


. dose therapy, nausea (3% to 37%) 
was the most frequent side effect, 
while 61% to 78% of the patients had a 
tkerapeutic response. However, 9% to 
22% of the patients had to discontinue 


E. g therapy. Qn wéekly oral divided thera- 
— py given over 36 hours," gastroin- 
testinal distress (15% to 28%) was the 


most frequent side effect. From 0% to 

. 8% of the patients were unable to 

^ continue treatment. 

. Currently, we believe that the 

|. Weinstein weekly regimen of a dose 

. every 12 hours for three-doses is the 
. most effective and practical regimen 


^ < with the least toxicity. However, when 
- the relationship between liver toxicity 
-. nd route and schedule of metho- 
O trexate therapy is clarified, our view 
co^ may change. We strictly adhere to the 


Us recommendations of the Guidelines 


3 -for Methotrexate Therapy as advanced 
d by. ihe National Program for Derma- 


x tology: 
AZARIBINE 


A second antimetabolite of the 
pyrimidine antagonist subclass is of 
current interest in the treatment of 
psoriasis. Azaribine (triacetyl 6-aza- 
uridine) is well absorbed in the 
gastrointestinal tract. In the blood, it 
is converted to azauridine, which 
undergoes intracellular conversion to 
6-azauridylie acid, an inhibitor of 
orotidylate decarboxylase. This en- 
.Zzyme is important in the de novo 
pathway for pyrimidine biosynthesis. 


< It is important that there be no aza- 
^... uridine in the azaribine pills because 


.the former is converted by gut flora 
into azauracil, a potent CNS toxic 


- 4. agent." As with methotrexate, azari- 


bine is excreted by the kidneys. 
“< Decreased renal function would defi- 
- nitely increase serum levels, and 
. possibly toxicity. While the efficacy of 
-azaribine in psoriasis would appear to 
two  placebo- 


in psoriasis varied considerably." 
Most patients receiving therapeutic 

doses of azaribine develop an asymp- 

tomatic decrease in hemoglobin level 
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of up to 2 gm within the first month of 
therapy, and some develop substantial 
anemia. Millstein and associates noted 
that once azaribine was discontinued, 
three to four weeks were required 
before the hematocrit level began to 
rise; a total of six to eight weeks was 
required before the hematocrit level 
returned to normal.” 

Azaribine, like the other agents, is a 
teratogen and should not be given to 
women who may become pregnant 
while receiving therapy. It has been 
shown that intravenous azaribine pro- 
duced microscopic abnormalities in 
the placenta of 11 of 15 women. 

The potential of azaribine to cause 
thromboembolic phenomena has re- 
sulted in its recall by the Food and 
Drug Administration. According to 
the manufacturer, 3% of 580 patients 
treated in an unpublished study had 
thromboembolic events." In one pub- 
lished study, 4 of 38 patients had 
myocardial infarctions and one pa- 
tient developed thrombophlebitis with 
subsequent pulmonary emboli and 
died.^ In the two placebo-controlled 
studies,**** there was no statistically 
significant increase in thromboem- 
bolic phenomena; however, these were 
short-term studies with small 
numbers of patients. In the placebo- 
controlled longer duration study of 
Keefer et al, there was a 14% inci- 
dence of thromboembolic events.” 
Clotting factors and platelet survival 
in 20 patients receiving azaribine have 
been shown to be normal.“ Argu- 
ments against an association between 
azaribine therapy and thromboem- 
bolism have been based on the normal 
elotting factors and on the alleged and 
unconfirmed reports of inereased inci- 
dence of occlusive vascular disease in 
psoriatic patients.'**^' If psoriatic 
patients do have an increased risk of 
occlusive vascular disease, this is even 
more reason to exercise caution with 
any drug that itself may add to such 
risk. 

Interestingly, it has been noted that 
there is an "Antabuse-like" effect in 
patients receiving  azaribine who 
drink alcohol, the mechanism of which 
has not been clearly explained. Nau- 
sea and gastrointestinal eomplaints 
are associated with azaribine therapy 
in one placebo-controlled study at 200 
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mg/kg of body weight per day, but 


not when given at 125 mg/kg per day 
in another trial Mild-to-moderate 
CNS complaints were frequently seen 
(14% to 96%). In the two placebe- 
controlled trials, CNS symptoms im- 
proved with dose reduction. Cer- 
tain urinary chemicals accumulate 
because of the biochemieal block 
caused by azaribine. There may be a 


GEN 


correlation between the level of the K 


urinary products orotic acid and 
orotidine and the patient’s subjective 
CNS symptoms and anemia while 
receiving azaribine therapy." Thus, 
by monitoring these values, it might 
be possible to lower the dose of azari- 
bine in time to prevent these toxici- 
ties. If a patient takes a toxic overdose 
of azaribine, it has been suggested 
that uridine can be given to bypass 
the azaribine block and restore proper 
metabolites to the cells.“ 

The Medical Letter in 1976," as well 
as the Psoriasis Task Force of the 
National Program of Dermatology, 
listed criteria for patient selection. 
Clearly, a critical reappraisal of all 
clinieal trials is required before azari- 
bine is considered as a therapy for 
psoriasis.” 


METHOXSALEN AND 
ULTRAVIOLET LIGHT 


Photochemotherapy refers to the 
interaction of light and a drug 
intended to produce a beneficial effect 
in the patient. Photochemotherapy for 
psoriasis involves the ingestion or 
topical application of methoxsalen 
followed by exposure to long wave- 
length ultraviolet light (UVA, 320 to 
400 nm); hence the acronym PUVA 
(psoralen-ultraviolet light A). This 
new form of therapy is said to have 
the distinct advantage that photoacti- 
vation of the drug is confined to the 
skin areas exposed to light. In the 
presence of UVA, psoralen molecules 
form photoadduets with DNA pyrim- 
idine bases and crosslinks between 
complementary DNA strands. This 
results in inhibition of DNA synthesis 
and cell division, which may be the 
mechanism of action in psoriasis.“ 
Such DNA erosslinks have been shown 
in viral and mammalian tumor eell 
DNA in vitro, and in bacterial and 
guinea pig skin in vivo. This 
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therapy has been shown to greatly 
decrease DNA synthesis in mouse 
epidermis and in human fibroblasts in 
vitro.’ Following such therapy in 
guinea pig epidermis, over 90% of the 
photoadducts are removed by 72 
hours.” From studies on human fibro- 
blasts, it appears that the so-called 
excision repair mechanism is required 
for such post-therapy DNA repair.” 
| In vitro studies have confirmed that 
only ultraviolet light in the 320 to 400- 
nm wavelength range (UVA) is effec- 
tive in binding to DNA.* It has been 
shown clinically that UVA is much 
more effective than conventional ul- 
traviolet light in improving psoria- 
gjg, 3® i 
In two clinieal studies of psoriasis, 
excellent therapeutic responses have 
been reported with "complete" clear- 
ing of 90% to 100% of ps "yn 
Wolff et al reported that 85% of 
patients receiving weekly or piman th- 
ly maintenance treatments have re- 
` mained in remission for periods up to 
400 days." It should be noted, 
however, that in order to administer 
PUVA therapy, one requires a special 
high-intensity light source and an 
alert nurse or technician to operate 
the facility, as well as careful supervi- 
sion in order to prevent burns. 
Beeause PUVA therapy for psoriasis 
is relatively new, the long-term side 
effects are largely unknown. Pso- 
ralens and natural sunlight have been 
used for over 20 years in the treat- 
ment of vitiligo, but this group has not 
been carefully followed. It has been 
shown that a high percentage of 
albino mice developed skin tumors and 
eataracts when given proportionally 
higher doses of methoxsalen and 
UVA. Also, there is substantial 
epidemiologic evidence that long-term 
. exposure to ultraviolet light in the 
-sunburn spectrum or UVB range (290 
to 320 nm) causes cancer and "aging" 
of the skin. The possibility exists that 
such changes may occur in patients 
receiving photochemotherapy. PUVA 
therapy is contraindicated for pa- 
. tients with cataracts and light sensi- 
tivity dermatoses such as lupus ery- 
thematosus. 



















































nationally coordinated studies in 
- progress to determine the safety and 
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At the present time, there are two 


efficacy of PUVA therapy for psoria- 
sis. This form of treatment will 
undoubtedly be welcomed by both 
physicians and patients alike for its 
ease and apparent lack of toxieity. 
However, continued study of the 
potential long-term side effeets is 
mandatory. 


MYCOPHENOLIC ACID 


Mycophenolic acid, also a natural 
cytotoxic product, is a new experi- 
mental agent that is currently under 
evaluation. This drug interferes with 
guanosine monophosphate synthesis 
by blocking two consecutive enzy- 
matic steps. It is reported to aet by a 
novel mechanism, allowing primarily 
the epidermis to be affected." After 
an oral or parenteral dose, the drug 1s 
almost entirely present in the blood as 
the inactive mycophenolie acid glucu- 
ronide conjugate. Only tissues like 
epidermal cells having sufficiently 
high concentrates of f-glucuronidase 
on their surface can cleave the circu- 
lating conjugate, thereby releasing 
locally the free active form of myco- 
phenolic acid to gain entrance to the 
cells. 

In the sole clinical trial published on 
mycophenolic acid therapy, patients 
were treated during a three-month 
period; thus, no information is yet 
available on long-term toxicity." The 
frequent mild-to-moderate side ef- 
fects were nausea, 69%; vomiting, 21%; 
diarrhea, 38%; mild weakness, 41%.* 
Mycophenolic acid is an agent that is 
relatively specific for the epidermal 
cell that it seeks to inhibit. Additional 
studies are needed to determine its 
relative role as an antipsoriatie 
agent. 


HYDROXYUREA 


Hydroxyurea inhibits DNA synthe- 
sis by bloeking the conversion of ribo- 
nueleotides to deoxyribonucleotides 
by interfering with the enzyme ribo- 
nucleoside-diphosphate reductase. 
Like the previous agents, hydrox- 
yurea is exereted predominantly by 
the kidney. Patients with renal dys- 
function will have decreased excretion 
and, therefore, greater risk of toxicity 
from the drug. Furthermore, patients 
must be watched for signs of progres- 
sive renal dysfunction, since the drug 
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itself can damage the kidney. 
In 1970, it was shown that hydréx- _ 
vurea-treated psoriatie patients re- , 
sponded better than a placebo-treated g 
group.** Subsequent trials have shown 
that therapeutic response ranged 
from 50% to 96%." The drug, 
however, is probably nbt e£ benefit in ~ 
psoriatic arthropathy.* As the "dbse is 
increased, there is an increase in the - 
number of patients who have to be. - 
suspended from therapy because of . 
substantial toxicity (0% to 838% 
Anemia (0% to 12%) and leukopen 
(0% to 31%) were the most frequent 
reported side effects. It should 
noted that — hydroxyurea-indu 
anemia may require up to thre 
four weeks to return to normal after. 
cessation of therapy." Significance of 
the “flu-like” syndrome reported with © 
hydroxyurea therapy is unclear: since ^ 
there was no placebo-treated group. . 
Mouth ulcers have not been reported 
with hydroxyurea therapy as they 
have been with methotrexate. Rye © 
droxyurea is teratogenic. Leavell and . 
Yarbro believe that it “should not be . 
used in women who may become: preg- 
nant or in men who may father a 
child." We follow the recommenda- 
tions of Leavell and Yarbro regarding 
pretherapy screening tests, monitor- 
ing of patients while receiving ther- 
apy, and dosage schedules." : 
We occasionally use hydroxyurea in- 
patients who are either unresponsive: 
or unable to tolerate methotrexate; or 
have a known contraindication to its 
use. It usually takes longer for. 
maximal therapeutic response (four to 
eight weeks), and patients often 
rebound quickly in fewer than four 
weeks. On the positive side, irre- 
versible toxicity, such as hepatie fibro- ` 
sis, has not been reported with. 
hydroxyurea. | 
















INDICATIONS FOR CYTOTOXIC 
AGENTS 


Since these cytotoxic agents ud 
such serious toxicity associated with 
their use, it is of value to closely- 
adhere to the indications for their use. 
The Psoriasis Task Force of the 
National Program for Dermatology 
has advanced specific indications only 
for methotrexate and azaribine." 7 
Criteria suggested by Schwartz and. 
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“Table 4. —Contraindications to the Use of Systemic Antipsoriatie Agents* v 


ES "Coniraindicalions 
Significant anemia 
. Significant leukopenia 
. Significant thrombocytopenia 
|. Significant renal dysfunction 
- Hepatic fibrosis, cirrhosis, 
current and secent hepatitis 





. embolic events 
jeizure disorder 
tive peptic ulcer 
EXCESS alcohol consumption 
ee Early. cataracts 
jhi Sensitivity dermatosis 


current systemic cortico- 
; Steroid therapy 


nce of contraception on ther- 
and for 8 weeks afterward 


\ctive infection 


Methotrexate”? 


Hydroxyurea™.”* 





C elative contraindication: AC, absolute contraindication; ellipses, no contraindication. 





lowans. in 1971 for the use of cyto- 
. toxie agents in rheumatologic diseases 
m may Serve as a useful guide for anti- 
| psoriatie agents for which no official 
i „dermatologic indications have been 
reported‘ In general, cytotoxic 
-~ agents are indicated when the pa- 
... tient's condition is life-threatening or 
a seriously disabling and conventional 
-therapy has failed or produced intol- 
erable side effects. There can be no 
active. infection, and proper labora- 
"story screening tests should be carried 
out. Such therapy should be initiated 
^. only in patients who are reliable and 
507 for whom careful follow-up is possible. 
A patient with this nonmalignant 
disease must fully understand the 
risks involved; informed consent must 
obtained prior to initiation of ther- 
y." Therapy should be aimed at 
returning the patient to a functional 
e, not necessarily to completely 
‘lear the patient's skin. When dosages 
and schedules are altered in order to 
pursue complete clearing, unaccept- 
f able toxicity may occur. 





















SELECTION OF A SYSTEMIC 
‘CHEMOTHERAPEUTIC DRUG 


Once the decision has been made to 
use a systemic agent, the choice of the 
specifie drug is determined by two 

- factors. First, for each particular 
patient, the relative or absolute con- 
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traindications must be ascertained 
(Table 4). The contraindications listed 
are based on our interpretation of the 
available data and on recommenda- 
tions outlined in the references given 
in the table. Second, of the agents 
acceptable, hick is the most effica- 
cious and least toxic? In the absence of 
good controlled studies, one must rely 
heavily on personal clinical experi- 
ence, in addition to published studies. 
Our first preference in terms of rela- 
tive efficacy and toxicity is metho- 
trexate by the weekly schedule in 
three divided doses during 24 hours. 
Hydroxyurea by a daily regimen is 
our second preference. The roles for 
PUVA and mycophenolie acid are as 
yet unclear. Currently, we use azari- 
bine only in hospital-based patients, 
when no other therapy is possible. 


PERSPECTIVES IN FUTURE 
SYSTEMIC CHEMOTHERAPY FOR 
PSORIASIS 


The development of new systemie 
therapies for psoriasis must be tem- 
pered by the realization that 80%. to 

90% of psoriatic individuals have less 
than 5 5% of their skin involved. Hence, 
it seems inadvisable to expose them to 
the risks of systemie therapy when 
topical chemotherapy may be effec- 
tive. For the majority of patients with 
minor involvement, it is both practical 
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Azaribine"^ 


"Mycophenolic Acid" PUVA" 


and cosmetically acceptable to use 
topical medications. However, devel- 
opment of better topical chemothera- 
peutic agents remains of prime impor- 
tance. In our experience at Stanford, 
we have found no topical agent 
superior to anthralin, crude coal tar, 
and topical corticosteroids among the 
many we have evaluated. Recent 
advances have been made in the devel- 
opment of more lipophilic analogs of 
methotrexate, enabling better pene- 
tration of skin. There will soon be a 
multicenter study to evaluate a vari- 
ety of different topical antipsoriatic 
agents. 

Future development of new sys- 
temie chemotherapeutie agents would 
be facilitated by the use of double- 
blind, randomized, placebo-controlled 
clinieal trials. Careful attention to 
statistical methods would allow ra- 
tional eomparison of agents, doses, 
and schedules in order to identify 
useful therapeutic regimens. To clari- 
fy differences in each patient's ability 
to absorb, metabolize, and exerete 
these agents, it would be helpful to 
develop quantitative methods for fol- 
lowing in vivo levels of these agents 
and their byproduets. Doses could 
then be individually modified to max- 
imize the therapeutic index. For 
example, in azaribine therapy it has 
been proposed to follow urinary orotic 
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acid and orotidine levels as a guide to 
avoiding toxicity." Currently, serum 
methotrexate levels are not helpful 
for guiding therapeutic response, but 
are useful in avoiding toxicity in some 
patients. 

New dosage schedules may prove 
useful in the future. Intermittent 
regimens such as those used for 
methotrexate have not been tried for 
other agents. Polychemotherapy has a 
central role in anticancer therapy, but 
has had limited exposure in the treat- 
ment of psoriasis. À single study 
involving the combined use of hydrox- 
yurea and methotrexate offered inter- 
esting preliminary results. By choos- 
ing agents that act by different mech- 
anisms and have different types of 
toxicities, it is possible to get a cumu- 
lative effect without unacceptable 
toxicity. This is seen in cancer ther- 
< apy, for example, in the MOPP 
regimen used in Hodgkin disease and 

i |! polychemotherapy regimens used 
—jn acute myelogenous leukemia." 
Another approach to the develop- 
ment of future agents would be struc- 
tural modification in existing agents 
to inerease their therapeutic index. 

For example, it has been shown that 
dichloromethotrexate is very rapidly 
degraded in the liver so that it is 
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ineffective when given systemically. 
However, if it were applied topically 
in a base that allowed adequate cuta- 
neous penetration, it might well be 
effective locally without the risk of 
toxicity to the marrow, gastrointes- 
tinal tract, or liver, because any 
amount absorbed would be rapidly 
detoxified.’ Agent structural modifi- 
cation may be of benefit where there 
is a difference between the enzymes 
found in psoriatic and normal tissue. 
It is known that there are substantial 
differences between the dihydrofolate 
reductases found in mammalian, bae- 
terial, and protozoan cells. Trimetho- 
prim, pyrimethamine, and dichloro- 
guanide are all folic acid antagonists 
that selectively inhibit the dihydrofol- 
ate reductase in protozoan cells with- 
out harming that found in the human 
host. This is the basis of their thera- 
peutic use in malaria." It is further 
known that Escherichia coli has a 
difference in its dihydrofolate reduc- 
tase enzyme, depending on the pres- 
ence of a bacteriophage.^ If there 
were an exploitable difference be- 
tween this enzyme in psoriatic and 
nonpsoriatie cells, perhaps methotrex- 
ate or another agent could be modified 
so as to have selective, specifie action 
only on psoriatie cells. 
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Another new direction Jies in ieee 
oping new delivery systems for:medj- 
eations that will incorporate the dr : 
in a programmed dosage form that 
administers it at a predetermined rate _ 
during an extended period. 

Psoriasis represents a growth dis- 
turbance of the skin: Sygtemic agents. _ 
adversely affect all rapidly" growing - 
tissues. What is needed are drugs that. . 
act selectively on the psoriatic skin 
reverse this growth disturbance - 
reestablishing normal cellular grov 
regulation. Hormones, chalones 
other metabolic regulators nee¢ 
developed to turn off the ps 
process. Once these agents b 

available, we will then be able to 
psoriatic patients early and pr 
their progression to extensive dis 
which requires the effective, bu : 
often toxic, systemic chemotherapeu 
ie agents. 
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